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ASSOCIATION DUN ANTAGONISTE DU RECEPTEUR CB1 ET DE 
SIBUTRAMINE, LES COMPOSITIONS PHARMACEUTIQUES LES 
CONTENANT ET LEUR UTILISATION POUR LE TRAITEMENT DE 

L'OBESITE 

5 La presente invention concerne I'association d'un antagoniste du recepteur CB1 et de 
sibutramine, les compositions pharmaceutiques les contenant et leur utilisation pour 
le traitement de l'obesite. 

Les antagonistes du recepteur CB1 sont connus pour leur action sur la prise 
alimentaire et leur utilisation comme anorexigene (G. COLOMBO et coll., Life 
10 Sciences, 63 (8), 113-117 (1998); J. SIAMAND et coll, Behavioural Pharmacol., 9, 
179-181 (1998)). 

La sibutramine (BTS 54524; N-{l-[l-(4-chlorophenyl)cyclobutyl]-3-methylbutyl}- 
N,N-dimethylamine; Meridia R , Reductil R ), son hydrate et ses sels 
pharmaceutiquement acceptables et notamment son chlorhydrate diminue la prise 
15 alimentaire et est utile pour le traitement de l'obesite (WO90/061 1 10; D.H. RYAN et 
coll., Obesity Research, 3 (4), 553 (1995); H.Q JACKSON et coll., British Journal of 
Pharmacology, 121, 1758 (1997); G. FANGHANEL et Coll., Inter. J. Obes., 24 (2), 
144 (2000); G.A. BRAY et coll., Obes. Res., 7 (2) 189 (1999)). 

II a maintenant ete trouve que I'association de sibutramine, son hydrate et ses sels 
20 pharmaceutiquement acceptables et d'un antagoniste du recepteur CB1 presente un 
effet de synergie dans la reduction de la consommation alimentaire et est done utile 
dans le traitement de l'obesite. 

L'association peut egalement contenir plusieurs antagonistes du recepteur CB1. 

Parmi les antagonistes CB1, on peut notamment utiliser les d6riv6s d'azetidine decrits 
25 dans WO 00/15609, WO 01/64633, WO 01/64634 de formule : 
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R 3 




N 



(0 



R 



dans laquelle 



soit R represente une chaine (A), (B) et 




OR 1 




C 



CH 



ou 



C 



CH, 



(A) 



(B) 



5 Ri represente un radical methyle ou ethyle, 

R 2 represente soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, 
alcoxy, -CO-alk, hydroxy, -COOR 55 formyle, trifluoromethyle, trifluoromethylsulfa- 
nyle, trifluoromethoxy, nitro, -NR^, -CONH-NR^, -N(alk)COOR 8 , cyano, 

10 -CONHR 9 , -CO-NR 16 R l7 , alkylsulfanyle, hydroxyalkyle, -0-alk-NR 12 R 13 ou alkylthio- 
alkyle soit un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, 
benzothienyle, benzoxazolyle, chromannyle, 2,3 -dihydrobenzofuryle, 
2,3-dihydrobenzothienyle, indolinyle, indolyle, isochromannyle, isoquinolyle, pyri- 
dyle, quinolyle, 1,2,3,4-tetrahydroisoquinolyle, 1,2,3,4-tetrahydroquinolyle, thiazo- 

15 lyle, thi6nyle, ces heteroaromatiques pouvant etre non substitues ou substitues par un 
halogene, alkyle, alcoxy, -COOR 5 , trifluoromethyle, trifluoromethylsulfanyle, trifluo- 
romethoxy, nitro, -NR^, -CO-NH-NR 6 R 7 , cyano, -CONHRg, alkylsulfanyle, hy- 
droxyalkyle ou alkylthioalkyle, 
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R 3 et R 4 , identiques ou differents, represented soit un aromatique choisi parmi phe- 
nyle, naphtyle ou indenyle, ces aromatiques etant non substitues ou substitues par un 
ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, trifluoro- 
methoxy, -CO-alk, cyano, -COOR 5 , -CONR 10 R U , -CO-NH-NR^, alkylsulfanyle, 
5 hydroxyalkyle, -alk-NR 6 R 7 ou alkylthioalkyle; soit un heteroaromatique choisi parmi 
les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyle, chromannyle, 
2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, isochromannyle, isoqui- 
nolyle, pyrrolyle, quinolyle, 1,2,3,4-tetrahydroisoquinolyle, thiazolyle, thienyle, ces 
heteroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, 
10 alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOR 5 , 
-CO-NH-NR 6 R 7 , -CONR ia R u , -alk-NR 6 R 7 , alkylsulfanyle, hydroxyalkyle ou 
alkylthioalkyle, 

R 5 est un radical alkyle ou phenyle eventuellement substitue par un ou plusieurs ato- 
mes d'halogene, 

15 R 6 et R 7 , identiques ou differents represented un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien R 6 
et R 7 forment ensemble avec Patome d'azote auquel ils sont rattaches un heterocycle 
mono ou bicyclique satur£ ou insature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxyg&ne, soufre et azote et 6tant 

20 eventuellement substitue par un ou plusieurs radicaux alkyle, -COalk, -COOalk, -CO- 
NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 , oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 

R 8 represente un radical alkyle, 

R 9 represente un atome d'hydrogene ou un radical alkyle ou alkyle substitue par dial- 
kylamino, phenyle, cycloalkyle (eventuellement substitue par -COOalk) ou un h6te- 
25 rocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
eventuellement un ou plusieurs heteroatomes choisis parmi oxygene, soufre et azote 
et etant eventuellement substitue par un ou plusieurs radicaux alkyle, 
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R 10 et R n , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle ou bien R 10 et R n forment ensemble avec 1' atome d' azote auquel ils sont ratta- 
ches un heterocycle mono ou bicyclique satur£ ayant 3 a 10 chainons, contenant even- 
tuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
5 eventuellement substitue par un radical alkyle, 

R 12 et R l3 , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle, cycloalkyle ou bien R I2 et R 13 forment ensemble avec l'atome d'azote auquel 
ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 k 10 chainons, 
contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote 
10 et 6tant Eventuellement substitue par un radical alkyle, -COalk, -COOalk, 
-CO-NHalk, -CS-NHalk, -CO-alk-NR I4 R 15 ou un heterocycle mono ou bicyclique 
sature ayant 3 a 10 chainons et contenant un heteroatome choisi parmi oxygene, sou- 
fre et azote, 

R, 4 et Ri 5 , identiques ou differents, representent un atome d'hydrogene ou un radical 
15 alkyle ou -COOalk, 

R 16 et R 17 forment ensemble avec l'atome d'azote auquel ils sont rattaches un hetero- 
cycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant eventuellement un 
autre heteroatome choisi parmi oxygene, soufre et azote, 

R 1 represente un atome d'hydrogene ou un radical -CO-alk, 

20 soit R represente un radical CHR l8 et 

R )8 represente un radical -NHCOR 19 ou -N(R 20 )-Y-R 21 , 

Y est CO ou S0 2 , 

R 4 et R 3 , identiques ou differents, representent soit un aromatique choisi parmi 
phenyle, naphtyle et indenyle, ces aromatiques etant non substitues ou substitu6s par 
25 un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, 
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trifluoromethoxy, -CO-alk, cyano, -COOH, -COOalk, -CONR 22 R 23 , 
-CO-NH-NR 24 R 253 alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, 
alkylsulfinylalkyle, alkylsulfonylalkyle, hydroxy alky le, ou -alk-NR 22 R 23 ; soit un 
heteroaromatique choisi parmi les cycles benzofiiryle, benzothiazolyle, benzothienyle, 
5 benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, 
pyrimidinyle, furyle, imidazolyle, isochromannyle, isoquinolyle, pyrrolyle, pyridyle, 
quinolyle, 1,2,3,4-tetrahydroisoquinolyle, thiazolyle et thienyle, ces 
heteroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, 
alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOH, -COOalk, 
10 -CO-NH-NR 24 R 25 , -CONR 22 R 23 , -alk-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, 
alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle ou 
hydroxyalkyle, 

R 19 represente un radical -alk-S0 2 -R 265 -alk-S0 2 -CH=CH-R 26 , He^ substitue par -S0 2 - 
R 26 ou phenyle substitue par -S0 2 -R 26 ou -alk-S0 2 -R 26 , 

1 5 R 20 represente un atome d'hydrogene ou un radical alkyle, 

R 21 represente un radical phenylalkyle, Het, ou Ar„ 

R 22 et R 23 , identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle ou bien R 22 et R 23 forment ensemble avec T atome d'azote auquel ils sont 
rattaches un heterocycle mono oubicy clique sature ayant 3 a 10 chainons, contenant 
20 eventuellement un autre heteroatorne choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs alkyle, 

R 24 et R 25 , identiques ou differents represented un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk ou hydroxyalkyle ou bien 
R 24 et R 25 forment ensemble avec l'atome d'azote auquel ils sont rattaches un 
25 heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatorne choisi parmi oxygene, soufre et azote et etant 
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eventuellement substitu6 par un ou plusieurs alkyle, -COalk, -COOalk, -CO-NHalk, 
-CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk ou -CO-NH 2 , 

R 26 represente un radical alkyle, Ar, ou Hetj, 

Ar, represente un radical ph6nyle, naphtyle ou indenyle, ces radicaux etant 
5 eventuellement substitues par un ou plusieurs halogene, alkyle, alcoxy, cyano, 
-CO-alk, -COOH, -COOalk, -CONR 27 R 28 , -CO-NH-NR 29 R 30 , alkylsulfanyle, 
alkylsulfinyle, alkylsulfonyle, -alk-NR 29 R 30 , -NR 29 R 30 , alkylthioalkyle, formyle, 
hydroxy, hydroxyalkyle, Het, -O-alk-NH-cycloalkyle, OCF 3 , CF 3 , -NH-CO-alk, 
-S0 2 NH 2 , -NH-COCH 3 , -NH-COOalk, Het ou bien sur 2 atomes de carbone adjacents 
10 par un dioxymfithylene, 

Het! represente un heterocycle mono ou bicyclique insatur6 ou sature, ayant 3 a 10 
chainons et contenant un ou plusieurs heteroatomes choisis parmi oxygene, soufre et 
azote eventuellement substitue par un ou plusieurs alkyle, alcoxy, vinyle, halogene, 
alcoxycarbonyle, oxo, hydroxy, OCF 3 ou CF 3 , les heterocycles azotes 6tant 
1 5 eventuellement sous leur forme N-oxydee, 

R 27 et R 28 , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle ou bien R 27 et R 28 forment ensemble avec l'atome d' azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
6ventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
20 eventuellement substitue par un ou plusieurs radicaux alkyle, 

R 29 et R 30 , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bienR 29 
et R 30 forment ensemble avec l'atome d'azote auquel ils sont rattaches un heterocycle 
mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
25 eventuellement un autre het6roatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitue par un ou plusieurs radicaux alkyle, -COalk, -COOalk, 
-CO-NHalk, -CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 
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soit R represente CHR 31 et 

R 31 represente un radical -N(R 32 )R 3 3, -N(R 32 )-CO-R 33 , -N(R 32 )-S0 2 R 34 , 

R 4 et R 3 , identiques ou differents, represented soit un aromatique choisi parmi 
phenyle, naphtyle et indenyle, ces aromatiques etant non substitues ou substitues par 
5 un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, 
trifluoromethoxy, -CO-alk, cyano, -COOH, COOalk, -CONR 22 R 23 , -CO-NH-NR 24 R 25 , 
alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, 
alkylsulfonylalkyle, hydroxyalkyle ou -alk-NR 7 R 8 ; soit un heteroaromatique choisi 
parmi les cycles benzofiiryle, benzothiazolyle, benzothienyle, benzoxazolyle, 

10 chromannyle, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, imidazolyle, 
isochromannyle, isoquinolyle, pyrrolyle, pyridyle, pyrimidyle, quinolyle, 1,2,3,4- 
tetrahydro isoquinolyle, thiazolyle et thienyle, ces het£roaromatiques pouvant etre non 
substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoromethyle, 
trifluoromethoxy, cyano, -COOH, COOalk, -CO-NH-NR 24 R 25 , -CONR 22 R 23 , 

15 -alk-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, 
alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle , 

R 32 represente un radical -C(R 35 )(R 36 )-Het 2 , -Het 2 , -C(R 35 )(R 36 )-Ar 2 , Ar 2 , cycloalkyle 
ou norbomyle, 

R 33 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
20 -alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxy, Ar 2 , Het^ -CH 2 Ar 2 , -CH 2 Het2 ou alkyle 
eventuellement substitue par un ou plusieurs halogene, 

R 34 represente un radical hydroxyalkyle, -alk-COOalk, -alk-CONR 22 R 23 , -alk-NR^R^, 
alcoxy, Ar 2 , Het 2 , -CH 2 Ar 2 , -CH 2 Het 2 ou alkyle eventuellement substitue par un ou 
plusieurs halogene, 
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R 35 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
-alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxyalkyle, Ar 2 , He^ -CH 2 Ar 2 , -CHjHe^ ou alkyle 
Eventuellement substitue par xm ou plusieurs halogene, 

R 36 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
5 -alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxyalkyle ou alkyle eventuellement substitu6 par 
un ou plusieurs halogdne, 

ou bien R 35 et R 36 forment ensemble avec 1' atome de carbone auquel ils sont rattaches 
un cycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant Eventuellement 
un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 
10 substitu6 par un ou plusieurs alkyle, 

Ar 2 represente un radical phenyle, naphtyle ou ind6nyle, ces difKrents radicaux 6tant 
eventuellement substitues par un ou plusieurs halogene, alkyle, alcoxy, -CO-alk, 
cyano, -COOH, -COOalk, -CONR 37 R 38 , -CO-NH-NR^o, alkylsulfanyle, 
alkylsulfmyle, alkylsulfonyle, -alk-NR 39 R 40 , -NR 39 R 40 , alkylthioalkyle, formyle, CF 3 , 
15 OCF 3 , Het, -O-alk-NH-cycloalkyle, S0 2 NH 2 , hydroxy, hydroxyalkyle, -NHCOalk, 
NHCOOalk ou sur 2 atomes de carbone adjacents par dioxymethylene, 

Het 2 represente un heterocycle mono ou bicyclique insaturS ou saturE, ayant 3 a 10 
chainons et contenant un ou plusieurs hetEroatomes choisi parmi oxygene, soufre et 
azote eventuellement substitue par un ou plusieurs alkyle, alcoxy, halogene, 
20 alcoxycarbonyle, oxo, hydroxy, les heterocycles azotes etant eventuellement sous leur 
forme N-oxydee, 

R 37 et R 38 , identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle ou bien R 37 et R 38 forment ensemble avec 1' atome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique saturE ayant 3 h 10 chainons, contenant 
25 eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substituE par un ou plusieurs alkyle, 
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R 39 et R 40 , identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle ou bien R 39 et R 40 forment ensemble avec l'atome d'azote auquel iis sont 
rattaches un het^rocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et 6tant 
5 eventuellement substitue par un ou plusieurs alkyle, 

alk represente un radical alkyle ou alky lene, 

les radicaux et portions alkyle et alkylene et les radicaux et portions alcoxy sont en 
chaine droite ou ramifiee et contiennent 1 a 6 atomes de carbone et les radicaux 
cycloalkyle contiennent 3 a 10 atomes de carbone, 

10 les isomeres optiques de ces composes et leurs sels avec un acide mineral ou 
organique pharmaceutiquement acceptables. 

Les derives d'azetidine preferes sont les suivants : 
l-benzhydryl-3-[(methylsulfonyl)(phenyl)mahylene]azetidine 9 

15 l-benzhydryl-3-[(3-methylph6nyl)(^^ 

l-benzhydryl-3-[(3-cMorophenyl)(methylsulfonyl)me%l^ 
l-benzhydiyW-[(3,5-dicM^ 

l-benzhydryl-3-[(2,5-dichlorophenyl)(methylsulfonyl)methylene]^ 
l-benzhydryl-3-[(2,3-dicmorophenyl)(methylsulfonyl)methylene]azet^^ 
20 l-benzhydiyl-3-[(3-fluorophenyl)(methylsulfonyl)m 
l-benzhydryl-3-[(3,5-difluoroph^ 

l-benzhydiyl-3-[(3-bromophenyl)(methylsulfonyl)methylene] 
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l-benzhydryl-3-[(3-iodophenyl)(methylsulfonyl)methy 

1 -benzhydryl-3 - [(methy lsulfonyl)(3 -trifluoromethoxypheny l)m6thylene] azetidine, 
l-benzhydryl-3-[(methylsulfonyl)(3-tri^ 

1 -benzhydryl-3- {[3,5-bis(trifluoromethyl)phenyl](m azeti- 
5 dine, 

l-benzhydryl-3-[(3,5-dibromophenyl)(m&^^ 

l-benzhydryl-3-[(3-metho^ 

l-benzhydryl-3-[(3-cyanophenyl)(m^ 

l-benzhydryl-3-[(3-carbamoylphenyl)(me 

1 0 1 -benzhydryl-3 -[(methy lsulfony l)(napht- 1 -yl)(methylsulfonyl)methylene]azetidine, 

1 -[bis(4-chloropheny l)methyl] -3-[(3 ,5-difluoroph6nyl)(methylsulfonyl)methylene] 
azetidine, 

1 -[bis(4-methoxyphenyl)methyl]-3-[(3 ,5-difluoroph6nyI)(methylsulfonyl)methy- 
lene]azetidine, 

15 l-[bis(4-methylp^ 
azetidine, 

(RS)-3-[(3,5-difluoroph6nyl)(m6thylsulfonyl)^ 
(phenyl)methyl)]azetidine 5 

(R)-3-[(3,5-difluorophenyl)(m^ 
20 (phenyl)methyl]azetidine, 

(S)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]^ 
(pheny l)methy 1] azetidine, 
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1 - [bis(4-tiifluoromethoxyphenyl)methyl]-3 -[(3,5-difluorophenyl)(methylsulfonyl) 
methylene]azetidine, 

l-[bis(44rifluoromethylphenyl)m 
thylene] azetidine, 

5 l-[bis(4-chlorophenyl) methyl]3- {[3,5-bis(trifluoromethyl) phenyl]methylsulfonyl 
methylene} azetidine, 

(RS)-l-[(4-chloroph6nyl)(2,4-dich^ 
thylsulfonyl)methylene]az&idine, 

(R)-l-[(4-chlorophenyl)(2,4-dicM 
1 0 thylsulfonyl)methylene]azetidine 3 

(S)-H(4-chlorophenylX2,4-dichloroph^ 
thy Isulfony l)methy lene] azetidine, 

(RS)-H(4-chlorophenyl)[4-(hy 
nyl)(methylsulfonyl)methylene]azetidine, 

15 (R)-l-{(4-chlorophenyl)[4-(ty^ 

nyl)(methylsulfonyl)methylene]azetidine ? 

(S)-l-{(4-chlorophenyl)[4-(hydrox 
nyl)(methylsulfonyl)methylene]azetidine, 

(RS>l-{(4-chlorophenyl)[4-(pyirolidylm6thyl)ph6ny 
20 phenyl)(methylsulfonyl)methylene]az6tidine 9 

(R)-l - {(4-chlorophenyl)[4-(pyrrolidylmethyl)phenyl]methy^ 
nyl)(methylsulfonyl)methylene]azetidine, 

(S)4-{(4-cMorophenyl)[4-(pyrrolidylmethyl)phenyl]m 
nyl)(methylsulfonyl)methylene]azetidine, 
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1 - {(RS)-(4-chlorophenyl) [4-(3 ,3 -dimethyl-piperidin- 1 -yl-methyl) phenyl]methyl} -3 - 
[(3,5-difluorophenyl)(m6thylsulfonyl)methylene]azetidine, 

l-{(R)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-l-yl-methyl) phenyl]m6thyl}-3- 
[(3,5-difluoroph6nyl)(methylsulfonyl)methylene]azetidine, 

5 i-{(S)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-l-yl-methyl) ph6nyl]m6thyl}-3- 
[(3,5-difluorophenyl)(m6thylsulfonyl)m6thylene]azetidine, 

1 - {(RS)-(4-chlorophenyl) [4-(thiomorpholin-4-yl-m6thyl) ph6nyl]methyl} -3-[(3,5- 
difluorophenyl)(m6thylsulfonyl)methylene]azetidine, 

l.{(R).(4_chlorophenyl)[4Kthiomoipholin-4-yl-me%l)phenyl]m6thyl}-3-[(3,5- 
10 difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(S)-(4-chlorophenyl)[4-(thiomorpholin-4-yl-mthyl)phenyl]methyl}-3-[(3,5- 
difluorophenyl)(ra6thylsulfonyl)methylene]az6tidine, 

1 - {(RS)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl} -3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

15 l-{(R)-(4-chlorophenyl)[ 4-G v J-ethyl-N-cyclohexyl-aminomethyl)phenyl]m6thyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methyldne]az6tidine, 

l-{(S)-(4-chlorophenyl)[ 4-(>I-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]az6tidine, 

1 - { {(RS)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpipera2inyl)m6thyl]ph6nyl} me- 
20 thyl} } -3-[(3,5-difluorophenyl)(methylsulfonyl)m6thylene]azetidine, 

l-{{(R)-(4-cWorophenyl){4-[(4-6thoxycarbonylpiperazinyl)m6thyl]ph6 
3-[(3 5 5-difluorophenyl)(m6thylsulfonyl)m6thylene]az6tidine, 

1 - { {(S)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl} methyl} } - 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 
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1 - {(RS)-(4-chlorophenylX^^ 
3-[(3,5-difluorophenyl)(methylsulfc^ 

l-{(^)-(4-chlorophenyl)[4-^ 

[(3 5 5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

5 l-{(S)-(4-chlorophenyl)^ 
[(3,5-difluorophenyl)(met^ 

l-{(RS)-(4-chlorophenyl)[4-(di^ 
difluorophenyl)(methylsulfonyl)methylene]azetidine 5 

l-{(U)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl^ 
1 0 fluorophenyl)(methylsulfonyl)methylene] azetidine, 

1 - {(S)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl]methyl^ -3-[(3,5-di- 
fluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{ {(RSM4-chlorophe^ 
3-[(3,5-difluorophenyl)(methylsulfo^ 

15 l-{{(R)-(4-chlorophenyl){ 4-[bis-(2-methoxy6thyl)aminomethyl]phenyl} methyl}} 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - { _{(S)-(4-chlorophenyl) {4-[bis-(2-m&hoxyethyl)aminom } -3- 

[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine 5 

l-{(RS)-(4-chlorophenyl)[4-(di-n-propylaminomethyl)phenyl]m 
20 difluorophenyl)(methylsulfony l)methy lene] azetidine, 

1 - {(R)-(4-chlorophenyl)[4-(di-n-prop 
difluorophenyl)(metliylsulfonyl)methylene]azetidine 5 

l-{(S)-(4-chlorophenyl)[4-(di-n-propylaminomethyl)phenyl]me&^ 
difluorophenyl)(methylsulfonyl)methylene] azetidine, 
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l-{(RS)-(4-chlorophenyl)[4^ 
rophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(R)-(4-chlorophenyl)[4-(piperidin- 1 -yl-methyl)ph6nyl]methyl} -3-[(3 5 5-difluoro- 
phenyl)(m6thylsulfonyl)m6thylene]azetidine, 

5 l-{(S)-(4-chlorophenyl)[4-(piperidin-l-yl-methyl)phenyl]me 
phenyl)(methylsulfonyl)methylene]azetidine > 

1 - {(RS)-(4-chlorophenyl)[4-(4-methyl-pip6razin- 1 -yl-methyl)phenyl]methy 1} -3 - 
[(3 5 5-difluoropheny l)(m6thylsulfonyl)methylene]a26tidine 5 

1 - {(R)-(4-cMorophenyl)[4-^ 
10 difluorophenyl)(methylsulfo 

1 - { (S)-(4-chlorophenyl)[4-(4-methyl-piperazin- 1 -yl-methyl)phenyl]m<§thyl } -3 -[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine 5 

1 - {(RS)-(4-chlorophenyl)^ 
ropheny^Cmethylsulfony^methylenelazetidine, 

15 1 - {(R)-(4-chlorophenyl)[4-^ -3-[(3,5-difluo- 
rophenyl)(m6thylsulfonyl)methylene]az6tidine, 

1 _ {(S)-(4-chlorophenyl) [4-(morpholin-4-yl-methyl)phenyl]methyl} -3-[(3 ,5 -difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine 9 

1 - {(RS)-(4-chlorophenyl)[4-(diethylaminome%l)ph6nyl]m 
20 phenyl)(methylsulfonyI)methylene]azetidine, 

l-{(R)-(4-chloroph6nyl)[4-(di6thylamin 
phenyl)(methylsulfonyl)methylene]azetidine 5 

l.{(S)-(4-chlorophenyl)[4-(diethylaminomethyl)phenyl] 
phenyl)(methylsulfonyl)m6thylene]azetidine 5 
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1 - {(RS)-(4-chlorophen^ 
difluorophenyl)(methylsulfo 

1 - {(R)-(4-chlorophenyI)[4-(piperazin-2-one-4-yI-methyl)ph 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

5 1 - {(S)-(4-chlorophenyl^ -3-[(3 5 5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine 5 

1 - {(RS)-(4-chlorophenyl)[4-(imidazol- 1 -yl-methyl)ph6nyl]methyl}-3-[(3 5 5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(R)-(4-chlorophenyl)[4-(imida2ol- 1 -yl-methyl)phenyl]methyl} ~3-[(3 ,5-difluoro- 
1 0 phenyl)(methylsulfonyl)methylene]azetidine, 

1 - { (S)-(4-chlorophenyl) [4-(imidazol- 1 -yl-methyl)phenyl]methyl}-3-[(3 5 5-difluoro- 
phenyl)(m6thylsulfonyl)m6thylene] azetidine, 

(RS)-l - {(4^hlorophenyl)[4-(N ? N-dimethylcarbamoyl)phenyl]methyl^ 
fluoroph^ny^Cmethylsulfony^methyleneJazetidine, 

15 (R)-l-{(4-chloropheny0 

rophenyl) (methy lsulfony l)methylene] azetidine, 

(S)-l-{(4-chlorophenyl)[4^ 
rophenyl)(methylsulfonyl)methylene]azetidine 5 

(RS)-l-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]m 
20 phenyl)(methylsulfonyl)methylene]azetidine, 

(R)- 1- {(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]me 
nyl)(methylsulfonyl)methylene]azetidine, 

(SH-{(4-chlorophenyl)[4-(N-ethy^^^ 
nyl)(methylsulfonyl)methylene]azetidine 5 



WO 02/28346 PCT/FR01/03022 

16 

(RS)- 1 -[(4-carbamoylphenyl)(4-^ 
(m6thylsulfonyl)methylene] azetidine, 

(R)-l^(4-carbamoylph6nyl)(4-chlorophenyl)methyl]-3-[(3 3 5-difluo 
nylXmdthylsulfony^methyleneJaz^tidine, 

5 (S)- 1 -[(4"Carbamoylphenyl)(4-chlorophenyl)methyl]-3-[(3 5 5-difluorop 
(methylsulfonyl)methylene]az6tidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(^^ 
azetidine, 

l-benzhydryl-3-[(3-methylsulfanylphenyl)(methylsulfonyl)me 

10 l-benzhydryl-3-[(3-methylsutf 
dine, 

1 -[bis(4-chloropheny l)methyl]-3 - [(3 -cyanophenyl)(m6thy lsulfonyl)methylene]aze- 
tidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3-carbamoylphenyl)(methylsulfo^ 
15 lene]az6tidine, 

l-[>is(4-chlorophenyl)methyi]-3-K^^ 
azetidine, 

l-[bis(4-chlorophenyl)methyl]-3^ 
azetidine, 

20 l-[bis(4-chlorophenyl)me^ 
azetidine, 

l-[bis(4-chlorophenyl)methy^ 
lene]azetidine, 
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l-[bis(4-chlorophenyl)methyl]3-{^ 
methylene} azetidine, 

1 -[bis(4-chlorophenyl)m 
nyl)(methylsulfonyl)methylene]azetidine, 

5 1 -[bis(4-fluorophenyl)methyl]-3»[(3 3 5-difluorophenyl)(m 
azetidine, 

l-|>is(2-fluorophenyl)methyl]-3-[(3^ 
azetidine, 

l-[bis(3-fluorophenyl)methyl]-3-[(3 5 5-difluorophenyl)(methylsulfonyl)m 
10 azetidine, 

(RS)-l-[(4-chloroph6nyW^ 
lene] azetidine, 

(R)-l-[(4-chlorophenyl)(thia^ 
azetidine, 

15 (S)-l-[(4-chlorophenyl)(thiazol-2^ 
azetidine, 

(RS)-l-[(4-chlorophenyl)(thi<^ 
nyl)methylene]azetidine, 

(R)-H(4-chlorophenyl)(thien-^^^ 
20 methylene]azetidine, 

(S)-l-[(4-chlorophenyl)(thien-2-yl)methyl]-3-[(3,5-difluorophe 
methylene] azetidine, 

l-benzhydryl-3-[(ethylsulfonyl)(phenyl)methylene]azetidine, 
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1 -[bis(4-chloroph6nyl)methyl]-3- { {3-[N-(4-methylpiperazinyl)carbamoyl]ph6nyl} 
(methylsulfonyl)methylene} azetidine, 

l-(>is(4-chloroph6nyl)methyl]0-{[3-(2,2-dim^ 
sulfonyl)methylene} azetidine, 

5 l-[bis(thien-2-yl)methyl]-3-[(3,5-difluoroph6nyl)(m6thylsulfonyl)methyl^ne]az6ti- 
dine, 

l-[bis(p-tolyl)methyl]-34(m6thylsulfonyl)(phenyl)methylene]^etidine, 

14(4-chlorophenyl)(4-hydroxymethylphenyl)methyl]-3-[(3,5-difluoroph6nyl) 
(methylsulfonyl)m6thylene]azetidine, 

1 0 1 -|>is(4-chlorophenyl)methyl]-3-[(3-me^ 
lene]az6tidine, 

(RS)-l-[(4-chlorophenyl)(thiazol-2-yl)m6thyl]-3-[(3,5-difluoroph^nyl)(m6thylsul- 
fonyl)m6thylene] azetidine, 

(R)-l-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(m6thylsulfo- 
15 nyl)methylene]azetidine, 

(S).l-[(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(3,5-difluorophenyl)(methylsulfo- 
nyl)methy lene] azetidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(methylsulfonyl)(2-methoxycarbonylthien-^ 
yl)methylene]az6tidine, 

20 l-[bis(4-chlorophenyl)m6thyl]-3-hydroxy-3-[(methylsulfonyl)(2-methoxycarbonyl- 
thien-5-y l)methyl] azetidine-(RS), 

l-(>is(4-chlorophenyl)methyl]-34(2-^^ 
sulfony l)methylene] azetidine, 
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l-[bis(4-chlorophenyl)methyl]-3-[(3-methoxycarbonylpheny 
methyl-(RS)]azetidin-3-ol, 

l-[bis(4-chlorophenyl)m&^ 
din-3-ol, 

5 l"[bis(4-chlorophenyl)methyl]0-[(methylsulfonyl)(pyridm^ 
din-3-ol, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(3-morpholin-4-yl-propyl)benzamide, 

3-({ l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
1 0 (3-dimethylamino-propyl)benzamide, 

3-({l-[bis-(4-chlorophenyl)m&^^ 
(2-pyrrolidin- 1 -yl-ethyl)benzamide, 

3 -( { 1 -[bis-(4-chloropheny l)methyl] azetidin-3-ylidene} -methanesulfonyl-methyl)N« 
(2-dimethylamino- 1 -methyl-ethyl)benzamide, 

15 3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
piperidin- 1 -yl-benzamide, 

3 -( { 1 -[bis-(4-chlorophenyl)methy 1] azetidin-3 -y lidene} -methanesulfonyl-methyl)N- 
isobutyl-benzamide, 

3 -( { 1 -[bis-(4-chlorophenyl)methyl] azetidin-3 -ylidene} -methanesulfonyl-methyl)N- 
20 (3 -imidazol- 1 -y l-propyl)benzamide s 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-dimethylamino-ethyl)benzamide, 

N'-methyl-hydrazide de Facide 3-({ l-[>isK4-chlorophenyl)methyl]az6tidin-3 -yli- 
dene} -methanesulfonyl--methyl)ben20ique, 
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3-( { 1 -[bis-(4-chlorophenyl)rnethyl]azetidin-3-ylidene} -methanesulfonyl-m6thyl)N- 
(2-morpholin-4-yl-ethyl)benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl] azetidin-3 -ylidene} -m6thanesulfonyl-methyl)N- 
( 1 -ethy l-pyrrolidin-2-y lmethy I)benzamide, 

5 3-({l-[bis-(4-chlorophenyl)^ 
(2,2-dimethyl-propyl)benzamide, 

3 -( { 1 -[bis-(4-chloroph6nyl)methyl] azetidin-3-ylidene} -m&hanesulfonyl-methyl)N- 
cyclohexylmethyl-benzamide, 

3-({ l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
10 cyclopropylm^tlayl-benzamide, 

3-({ i-[bis-(4-chIorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-methyl-butyl)benzamide 3 

3-({l-[bis<4-chloroph6nyl^ 
(2-ph6nyl-propyl)benzamide, 

15 3-({14bis<4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfo 
(tetraliydro-furan-2-ylmethyl)benzamide, 

3-({l-[bis<4-chlorophenyl)me^ 
(2 5 2-diphenyl-6thyl)benzamide, 

3-({l-|>isK4-chlorophenyl)m6thy]]azetidin-3-ylidene}-mefe 
20 (2-ethyl-butyl)benzamide 5 

ester methylique de l'acide 4-{[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yl^ 
dene} -methanesulfonyl-methyl)benzoylamino]methyl} -cyclohexanecarboxylique, 

2-amino-l - {4-[3-( { 1 .[bis-(4-chloroph6nyl)methyl]azetidin-3-ylid6ne} -methanesul- 
fonyl-methyl)phenyl]pip6razin- 1 -yl} -ethanone, 
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ester tert-butylique de l'acide (2-{4-[3-({l-[bis^(4-cMorophenyl)methyl]azetidin-3- 
ylidene}-methanesulfonyl-mefliyl)phenyl]pipera2in-l-yl}-2 

1 - {4-[3-( { 1 - [bis-(4-chlorophenyl)methy 1] azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazin-l -yl} -2-methylamino-ethanone, 

5 ester tert-butylique de l'acide (2-{4-[3-({l-|>is-(4-chlorophenyl)methyl]azetidin-3- 
y lidene} -methanesulfonyl-methyl)phenyl]piperazin- 1 -yl} -2-oxo-ethy l)N-methyl- 
carbamique, 

N-methylamide de l'acide 4-[3-( {1 -[bis-(4-chlorophenyl)methyl]azetidin-3-y lidene} - 
methanesulfony l-methyl)phenyl]pip6razine- 1 -carbothioic, 

10 N-methylamide de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-m6thyl)phenyl]piperazine- 1 -carboxylique, 

ester de methyl de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine- 1 -carboxylique, 

1 -[3-({ 1 - [bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-m6- 
15 thyl)phenyl]-4-isobutyl-piperazine, 

1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylid^ne} -methanesulfonyl-me- 
thyl)phenyl]-4-ethyl-piperazine, 

4-acetyl 1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazine, 

20 1 - {4-[3-( { 1 -[bis-(4-chlorophenyl)methyl]az6tidin-3-ylidene} -methanesulfonyl- 
methyl)pheny l]piperazin- 1 -yl } -2-dimethylamino-ethanone 5 

1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-me- 
thyl)ph6nyl]piperazine, 
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ester tert-butylique de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene} -methanesulfonyl-methyl)phenyl]pipera2ine- 1 -carboxylique, 

l-[bis(4-methoxycarbonylphenyl)m 
methylene] azetidine, 

5 3-acetoxy-l-[bis(4-methoxycarbonylp^ 
(methylsulfonyl)methyl-(RS)]azetidine, 

(RS)-4-[4-((4-chlorophenyl){3-[(3,5-difluorophenyl)methanesulfo^ 
az&idin- 1 -yl} -methyl)benzyl]morpholine, 

4-(4« {3-[( 1 -benzhydry l-azetidin-3-ylidene)methanesulfonyl-m6thyl]phenoxy } bu- 
10 tyl)morpholine, 

4_(4- (3^[( i -benzhydryl-azetidin-3-ylidene)methanesulfonyl-m6thyl]phenoxy} -pro- 
pyl)morpholine, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -thien-2-yl-sulfonamide, 
N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3 -yl} -4-m6thoxyphenylsulfonamide 5 
1 5 N-[4-(N- { 1 -j^is(4^hlorophenyl)methyl]azetidin-3-yl} sulfamoyl)phenyl]acetamide, 
N-{l-[bis(4-chlorophenyl)m&hyl]^ 
N- { l-[bis(4-chlorophenyl)^^ 
N-{l-[bis(4-chloroph6nyl)m^ 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3 ,4-dichlorophenylsulfonamide, 
20 N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3-cyanoph6nylsulfonamide, 

N- { 1 -[bis(4-chloroph6nyl)methyl]azetidin-3-yl} -2,5-dimethoxyphenylsulfonamide, 
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N- { 1 -[bis(4-chlorophenyl)methy 1] azetidin-3 -yl} -3-trifluoromethy lphenylsulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -napht-2~yl-sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methy 1] azetidin-3-yl} napht- 1 -yl-sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl] } -3,4-difluorophenylsulfonamide, 

5 N- { 1 «[bis(4-chlorophenyl)methyl] azetidin-3-yl} - 1 -methyl- 1 -#-imidazol-4-yl- 
sulfonamide, 

N-[4-(N-{l-[bis(4-chloroph<^ 
chlorophenyl]acetamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl}pyrid-3-yl-sulfonamide 5 
10 N- { 1 -[bis(4-chlorophenyl)methyl] azetidin-3-yl} -4-fluorophenylsulfonamide, 
N- { l-[>is(4-chlorophenyl)meto^ 

N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}phenylsulfonam 

N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-(phenylmethyl)sulfo 

N-{l-[bis(4-chlorophenyl)m 

15 N-{l-[bis(4-chloropheny^ 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -(3-fluoro-5-pyrrolidin- 1 -yl- 
phenyl)sulfonamide, 

N- { l-[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-methyl~4- 
fluorophenylsulfonamide, 

20 N- { l-[bis(4-cMorophenyl)mefa^ 

N-{l-[bis(4-chlorophenyl)meto^ 
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N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-methyl- 
(phenylmethyl)sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)me^ 

2- benzenesulfonyl-N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -ac&amide, 
5 N- { l-[bis-(4-chlorophenyl)-mefo^^ 

(3-chloro-4-m6thylsulfonyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]- 
azetidin-3-yl} -amide, 

N- { l-|>is-(4-chlorophenyl) 
propionamide, 

10 N-{l-|>is-(4-chlorophenyl)-me^^^ 

N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -4-m6thanesulfonyl-benzamide, 

(5-methylsulfonyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin- 

3- yl} -amide, 

(5-methylsulfonyl-3-methyi^ 
1 5 methyl]-azetidin-3-yl} -amide, 

(RS)-N-{l-[(4-chloro-ph6ny^ 
benzenesulfonamide, 

(RS)-N- { 1 -[(4-chloro-phenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl} -3,5-difluoro- 
benzenesulfonamide, 

20 N-{l-[bis<4-cmorophenyl)methyl]-azetidinO-yl}-N-(6 
sulfonamide, 
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N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3«yl} -N-(6-ethylpyrid-2-yl)-methyl- 
sulfonamide, 

N-{l-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-quinoI-6-yl-me 

N- { 1 -[bis-(4-chlorophenyl)methyl] az&idin-3-yl} -N-quinol-5-yl-m6thyl-sulfonamide, 

5 N-{ 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-isoquinol-5-yl-methyl- 
sulfonamide, 

N-{l-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-pyrid-3-yl-me 

N- { 1 -[bis-(4-chlorophenyl)methyl]a2etidin-3-yl} -N-(l -oxyde-pyrid-3-yl)- 
methylsulfonamide, 

10 N-(lR,2S,4S)-bicyclo[2,2^ azetidin-3- 
yl} -methylsulfonamide, 

N-(lR,2R,4S)-bicyclo[2,2,l]h^ azetidin-3- 
yl } -methylsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3,5-difluorophenyl)- 
15 methylsulfonamide, 

N-{l-[bis-(4-chlorophenyl)me% 
sulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)-m^ 
methylsulfonamide, 

20 N- { l-[bis-(4-chlorophenyl)-methyl]-azetidin-3 -yl} -N-(3~hydroxyphenyl)- 
methylsulfonamide, 

N~{l-[bis-(4-chlorophenyl)-methyl]^ 
methylsulfonamide, 
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N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -N-(methylsulfonyl)-3- 
aminobenzoate d'ethyle, 

N- { 1 -[bis-(4-chlorophenyl)m6thyl]azetidin-3-yl} -N-(l -isobutyl-piperid-4-yl)- 
methylsulfonamide, 

5 N-benzyl-N- { 1 -[bis(4-chloroph6nyl)m6thyl]az6tidin-3-yl} amine, 

N-{Hbis(4-chioroph6nyl)me^ 

N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3 9 5- 
difluorobenzyl)methylsulfonamide, 

N- { 1 «[bis(4-chloroph6nyl)m6thyl]az6tidin-3-yl} -N-(pyrid-3-yl-m<§thyl)- 
10 methylsulfonamide, 

N- { 1 .[bis-(4-fluoro-ph6nyl)-methyl]-azetidin-3-yl} -N-(3,5-difluorophenyl)- 
methylsulfonamide, 

(KS)-N-{l-[(4-chloroph<^^ 
difluoroph6nyl)-methylsulfonamide, 

1 5 (R)-N- { 1 -[(4-chlorophenyl)-pyrid-3-yl-methyl]-azetidin-3--yl} -N-(3,5- 
difluoroph6nyl)-methylsulfonamide 5 

(S)-N-{l-[(4-chlorophenyl)-pyrid-3-yl-methyl]-azaM 
difluorophenyl)-methylsulfonamide, 

(RS)-N- { 1 -[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl) -N-(3,5- 
20 difluoroph6nyl)-m6thylsulfonamide, 

(R)-N- { 1 -[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl} -N-(3 ,5- 
difluorophenyl)-methylsulfonamide, 
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(S)~N-{H(4-chlorophenyl)^ 
difluoropheny^-methylsulfonamide, 

(RS)-N- { l-[(4-chlorophenyl)-pyrim^ 
difluorophenyl)-methylsulfonamide, 

5 (R)-N- { 1 -[(4-chlorophenyl)-pyrimidin-5-yl-methyl]-azetidin-^ -N-(3,5- 
difluorophenyl)-methylsulfonamide, 

(S)-N- { 1 4(4-chlorophenyl)-pyrimidin-5-yl-methyl]- 
difluorophenyl)-methylsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3,5-difluorophenyl)- 
1 0 benzylsulfonamide, 

leurs isomeres optiques et leurs sels pharmaceutiquement acceptables avec un acide 
mineral ou organique. 

Et encore plus particulierement preferes sont les derives d'azetidine suivants : 

l-[bis(4-chlorophenyl)methyl]-3^ 
15 (RS)]azetidin-3-ol, 

3-acetoxy~l-[bis-(4-chlorophenyl)n^ 
ulfonyl)methyl)methyl sulfonylmethyl-(RS)]azetidine 

l-ftis(4-chlorophenyl)m&hyl>^ 
azetidine, 

20 leurs isomeres optiques et leurs sels pharmaceutiquement acceptables avec un acide 
mineral ou organique. 

Comme exemples de sels pharmaceutiquement acceptables des derives d'azetidine, 
peuvent etre cites les sels suivants : benzenesulfonate, bromhydrate, chlorhydrate, 
citrate, ethanesulfonate, fiimarate, gluconate, iodate, isethionate, maleate, 
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methanesulfonate, methylene-bis-(3-oxynaphtoate, nitrate, oxalate, pamoate, 
phosphate, salicylate, succinate, sulfate, tartrate, th6ophyllinacetate et 
p-toluenesulfonate. 

D'autres antagonistes CB1 utiles dans les associations selon Tinvention sont par 
5 exemple les derives de pyrazole decrits dans EP576357, EP658546, EP656354, 
W097/ 19063 et WO00/46209, les derives de benzothiophene et benzofuranne d6crits 
dans WO96/02248, les arylsulfonamides decrits dans WO98/37061. En particulier, on 
peut citer les produits connus sous le code SR141716 et LY320135. 

L'effet de synergie de l'association de sibutramine et d f un antagoniste CB1 dans la 
10 prise alimentaire a ete determine selon le protocole suivant : 

Des rats Zucker obeses Fa/fa ag6s de 7 semaines et provenant de Iffa-Credo, France 
ont ete utilises dans cette etude. Les rats sont h6berges dans des cages individuelles et 
peses tous les jours entre 8 et 10 heures le matin. La quantity de nourriture est 
egalement pesee chaque matin a la meme heure. Cette nourriture (M20, Pietrement, 

15 France) est changee chaque jour et les rats y ont librement acces durant 24 heures. 
Pendant une semaine tous les rats sont traites par le vehicule (miglyol 812N et 
m&hylcellulose 0,5%/polysorbate 80 0,2%) en deux administrations consecutives. A 
partir du 8eme jour les rats sont traites par le v6hicule, I'antagoniste CB1 (l-[bis(4- 
chlorophenyl)methyl]-3-[(3,5-difluoro^ 

20 ou la sibutramine par voie orale (voir table ci-dessous). 

La sibutramine est mise en solution dans une solution de methylcellulose 
0,5%/polysorbate 80 0,2% et administree a la dose de 3 mg/kg; l'antagoniste CB1 est 
mis en solution dans du miglyol 812N (Hiils, Allemagne) a la dose de 0,6 mg/kg, les 
deux produits sont administres sous un volume de 1 ml/kg. Chaque groupe est 
25 constitu6 de 12 a 14 animaux. Les groupes suivants sont constitues et les animaux 
sont traites pendant cinq jours a raison de deux administrations consecutives chaque 
jour. 
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GROUPE 


Premiere 
administration 


Deuxieine administration 


1 

"groupe vehicule" 


miglyol 


methylcellulose 0,5 % / 
polysorbate 0,2% 


2 

"groupe sibutramine" 


miglyol 


sibutramine 3 mg/kg 


3 

"groupe antagoniste CB1" 


antagoniste CB1 
0,6mg/kg 


methylcellulose 0,5 % / 
polysorbate 0,2% 


4 

"groupe association" 


antagoniste CB1 
0,6mg/kg 


sibutramine 3 mg/kg 



Chaque jour, la consommation alimentaire de chaque animal est mesuree. Les 
resultats sont exprimes en quantite moyenne de nourriture consommee durant les 5 
jours de traitement. Les resultats obtenus sont mentionnes dans le tableau ci-dessous. 
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Traitement 


Consommation alimentaire durant 
les 5 jours de traitement (g) 


Vehicules 


25,52 ±0,30 


sibutramine 3 mg/kg \ 


24,60 ±0,32* 


antagoniste CB1 
0,6 mg/kg 


24,00 ±0,24** 


sibutramine (3 mg/kg) 
+ 

antagoniste CB1 
(0,6 mg/kg) 


22,76 ±0,02*** 



*p<0,05 **p<0,01 ***p<0,0001 

Les resultats demontrent que chez les animaux recevant Tassociation sibutramine et 
antagoniste CB1 la diminution de la consommation alimentaire est tres superieure a 
5 celle des animaux traites soit par la sibutramine seule soit par T antagoniste CB 1 seul. 

Les composes de l'association peuvent etre employ6s par voie orale, parenterale, 
transdermal ou rectale soit simultanement soit separement soit de fa9on etalee dans 
le temps. 

La presente invention concerne egalement les compositions pharmaceutiques 
10 contenant Tassociation de sibutramine, son hydrate ou un de ses sels 
pharmaceutiquement acceptables et d'un antagoniste du recepteur CB1 a l'etat pur ou 
avec un ou plusieurs diluants et/ou adjuvants compatibles et phaimacologiquement 
acceptables et/ou eventuellement en association avec un autre produit 
pharmaceutiquement compatible et physiologiquement actif pour un usage soit 
1 5 simultane, soit separe, soit etale dans le temps. 
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Comme compositions solides pour administration orale, peuvent etre utilises des 
comprimes, des pilules, des poudres (capsules de gelatine, cachets) ou des granules. 
Dans ces compositions, les principes actifs sont melanges a un ou plusieurs diluants 
inertes, tels que amidon, cellulose, saccharose, lactose ou silice, sous courant d'argon. 
5 Ces compositions peuvent egalement comprendre des substances autres que les 
diluants, par exemple un ou plusieurs lubrifiants tels que le stearate de magnesium ou 
le talc, un colorant, un enrobage (dragees) ou un vernis. 

Comme compositions liquides pour administration orale, on peut utiliser des 
solutions, des suspensions, des emulsions, des sirops et des elixirs pharma- 
10 ceutiquement acceptables contenant des diluants inertes tels que l'eau, Tethanol, le 
glycerol, les huiles vegetales ou l'huile de paraffine. Ces compositions peuvent 
comprendre des substances autres que les diluants, par exemple des produits 
mouillants, edulcorants, 6paississants, aromatisants ou stabilisants. 

Les compositions steriles pour administration parenterale, peuvent etre de preference 
15 des solutions aqueuses ou non aqueuses, des suspensions ou des emulsions. Comme 
solvant ou vehicule, on peut employer l'eau, le propyleneglycol, un 
polyethyleneglycol, des huiles vegetales, en particulier l'huile d'olive, des esters 
organiques injectables, par exemple l'oleate d'ethyle ou d'autres solvants organiques 
convenables. Ces compositions peuvent egalement contenir des adjuvants, en 
20 particulier des agents mouillants, isotonisants, emulsifiants, dispersants et stabilisants. 
La sterilisation peut se faire de plusieurs fa^ns, par exemple par filtration 
aseptisante, en incorporant a la composition des agents sterilisants, par irradiation ou 
par chauffage. Elles peuvent egalement etre preparees sous forme de compositions 
solides steriles qui peuvent etre dissoutes au moment de 1'emploi dans de l'eau sterile 
25 ou tout autre milieu sterile injectable. 

Les compositions pour administration rectale sont les suppositoires ou les capsules 
rectales qui contiennent, outre le produit actif, des excipients tels que le beurre de 
cacao, des glycerides semisynthetiques ou des polyethyleneglycols. 
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Les compositions pharmaceutiques contiennent generalement 0,5 k 10 mg de 
sibutramine et 0 9 1 a 200 mg de l'antagoniste CB 1 . 

La presente invention concerne egalement la methode de traitement de l'obesite qui 
consiste a administrer au patient une association selon Tinvention soit simultanement 
5 soit separ&nent soit de maniere etal6e dans le temps. 

Les doses dependent de l'effet recherche, de la dur6e du traitement et de la voie 
^administration utilisee; elles sont generalement de 1 a 15 mg par jour par voie orale 
pour un adulte de sibutramine et de 0,10 a 500 mg par jour par voie orale pour un 
adulte de Tantagoniste CB 1 . 

10 D ! une fafon generale, le medecin determinera la posologie appropriee en fonction de 
Tage, du poids et de tous les autres facteurs propres au sujet a traiter. 
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REVENDICATIONS 

1 - Association d'un antagoniste CB1 et de sibutramine, son hydrate ou un de ses sels 
pharmaceutiquement acceptables. 

2 - Association selon la revendication 1 pour laquelle Pantagoniste CB1 est un 
5 compose de formule : 




N- 



(I) 



dans laquelle 



soit R represente une chaine (A), (B) et 



=CH 



S0 2 R, 



ou 



(A) 



OR' 
I 

C CH 

(B) 



<S0 2 R., 



10 Rj represente un radical methyle ou ethyle, 

R 2 represente soit un aromatique choisi parmi phenyle, naphtyle ou indenyle, ces 
aromatiques etant non substitues ou substitues par un ou plusieurs halogene, alkyle, 
alcoxy, -CO-alk, hydroxy, -COOR 5 , formyle, trifluoromethyle, trifluoromethylsulfa- 
nyle, trifluoromethoxy, nitro, -NR 6 R 7 , -CO-NH-NR 6 R 7 , -N(alk)COOR 8 , cyano, 
15 -CONHR 9 , -CO-NR 16 R ]7 , alkylsulfanyle, hydroxyalkyle, -0-alk-NR I2 R 13 ou alkylthio- 
alkyle soit un heteroaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, 
benzothienyle, benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 
2 5 3-dihydrobenzothienyle, indolinyle, indolyle, isochromannyle, isoquinolyle, pyri- 
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dyle, quinolyle, 1,2,3,4-tetrahydroisoquinolyle, 1,2,3,4-tetrahydroquinolyle, thiazo- 
lyle, thi&iyle, ces het6roaromatiques pouvant etre non substitues ou substitues par un 
halogene, alkyle, alcoxy, -COOR 5 , trifluoromethyle, trifluoromethylsulfanyle, trifluo- 
romethoxy, nitro, -NR 6 R 7 , -CO-NH-NR^, cyano, -CONHR^, alkylsulfanyle, hy- 
5 droxyalkyle ou alkylthioalkyle, 

R 3 et R 4 , identiques ou diffSrents, representent soit un aromatique choisi parmi ph6- 
nyle, naphtyle ou ind6nyle, ces aromatiques etant non substitu6s ou substitues par un 
ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, trifluoro- 
m6thoxy, -CO-alk, cyano, -COOR 5 , -CONR I0 R n , -CO-NH-NR 6 R 7 , alkylsulfanyle, 

10 hydroxy alkyle, -alk-NR 6 R 7 ou alkylthioalkyle; soit un h&6roaromatique choisi parmi 
les cycles benzofuryle, benzothiazolyle, benzothienyle, benzoxazolyle, chromannyle, 
2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, isochromannyle, isoqui- 
nolyle, pyrrolyle, quinolyle, 1,2,3,4-tetrahydroisoquinolyle, thiazolyle, thi6nyle, ces 
heteroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, 

15 alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOR 5 , 
-CO-NH-NR 6 R 7 , -CONRjoRn, -alk-NR 6 R 7 , alkylsulfanyle, hydroxyalkyle ou 
alkylthioalkyle, 

R 5 est un radical alkyle ou phenyle eventuellement substitue par un ou plusieurs ato- 
nies d'halog&ie, 

20 R 6 et R 7 , identiques ou differents representent un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien Rg 
et R 7 forment ensemble avec l'atome d'azote auquel ils sont rattaches un heterocycle 
mono ou bicyclique satur6 ou insature ayant 3 a 10 chainons, contenant 
eventuellement un autre het&roatome choisi parmi oxygene, soufre et azote et etant 

25 eventuellement substitue par un ou plusieurs radicaux alkyle, -COalk, -COOalk, -CO- 
NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 , oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 



R 8 repr£sente un radical alkyle, 
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R 9 represente un atome d'hydrogene ou un radical alkyle ou alkyle substitue par dial- 
kylamino, phenyle, cycloalkyle (eventuellement substitue par -COOalk) ou un hete- 
rocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
eventuellement un ou plusieurs heteroatomes choisis parmi oxygene, soufre et azote 
5 et etant eventuellement substitue par un ou plusieurs radicaux alkyle, 

R 10 et R u , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle ou bien R 10 et R n forment ensemble avec Fatome d'azote auquel ils sont ratta- 
ches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant even- 
tuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
1 0 eventuellement substitue par un radical alkyle, 

R 12 et R I3 , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle, cycloalkyle ou bien R 12 et R 13 forment ensemble avec Patome d'azote auquel 
ils sont rattaches un heterocycle mono ou bicyclique sature ayant 3 & 10 chainons, 
contenant eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote 
15 et etant eventuellement substitue par un radical alkyle, -COalk, -COOalk, 
-CO-NHalk, -CS-NHalk, -CO-alk-NR 14 R 15 ou un heterocycle mono ou bicyclique 
saturS ayant 3 & 10 chainons et contenant un heteroatome choisi parmi oxygene, sou- 
fre et azote, 

R 14 et R 15 , identiques ou differents, representent un atome d'hydrogene ou un radical 
20 alkyle ou -COOalk, 

R 16 et R 17 forment ensemble avec Fatome d'azote auquel ils sont rattaches un hetero- 
cycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant eventuellement un 
autre heteroatome choisi parmi oxygene, soufre et azote, 

R 1 represente un atome d'hydrogene ou un radical -CO-alk, 

25 soit R represente un radical CHR lg et 

R 18 represente un radical -NHCOR 19 ou -N(R 20 )-Y-R 21 , 
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Y est CO ou S0 2 , 

R 4 et R 3 , identiques ou differents, reprSsentent soit un aromatique choisi parmi 
phenyle, naphtyle et indenyle, ces aromatiques 6tant non substitues ou substitues par 
un ou plusieurs halog6ne, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, 

5 trifluoromethoxy, -CO-alk, cyano, -COOH, -COOalk, -CONR22R23, 
-CO-NH-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, 
alkylsulfinylalkyle, alkylsulfonylalkyle, hydroxyalkyle, ou -alk-NR 22 R 23 ; soit un 
het6roaromatique choisi parmi les cycles benzofuryle, benzothiazolyle, benzothienyle, 
benzoxazolyle, chromannyle, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, 

10 pyrimidinyle, furyle, imidazolyle, isochromannyle, isoquinolyle, pyrrolyle, pyridyle, 
quinolyle, l,2,3,44etrahydroisoquinolyle, thiazolyle et thienyle, ces 
hetSroaromatiques pouvant etre non substitues ou substitues par un halogene, alkyle, 
alcoxy, hydroxy, trifluoromethyle, trifluoromethoxy, cyano, -COOH, -COOalk, 
-CO-NH-NR 24 R 25 , -CONR^R;*, -alk-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, 

15 alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, alkylsulfonylalkyle ou 
hydroxyalkyle, 

R l9 represente un radical -alk-SO r R 26 , -alk-SO r CH=CH-R 26 , He^ substitue par -SO r 
R 26 ou phenyle substitue par -SO r R 26 ou -alk-SO r R 26 , 

R 20 represente un atome d'hydrogene ou un radical alkyle, 

20 R 21 represente un radical phenylalkyle, Hetj ou Ar l5 

R 22 et R 23 , identiques ou differents, represented un atome d'hydrogene ou un radical 
alkyle ou bien R22 et R 23 forment ensemble avec P atome d'azote auquel ils sont 
rattaches un het£rocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
25 eventuellement substitue par un ou plusieurs alkyle, 
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R 24 et R 25 , identiques ou differents representent un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle 5 alkylcycloalkyle, -alk-O-alk ou hydroxyalkyle ou bien 
R 24 et R 25 forment ensemble avec l'atome d'azote auquel ils sont rattaches un 
heterocycle mono ou bicyclique sature ou insature ayant 3 a 10 chainons, contenant 
5 eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
eventuellement substitud par un ou plusieurs alkyle, -COalk, -COOalk, -CO-NHalk, 
-CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk ou -CO-NH 2 , 

R 26 represente un radical alkyle, Ai { ou Het„ 

Arj represente un radical phenyle, naphtyle ou indenyle, ces radicaux etant 
10 eventuellement substitues par un ou plusieurs halogene, alkyle, alcoxy, cyano, 
-CO-alk, -COOH, -COOalk, -CONR 27 R 28 , -CO-NH-NR 29 R 30 , alkylsulfanyle, 
alkylsulfinyle, alkylsulfonyle, -alk-NR 29 R 30 , -NR 29 R 30 , alkylthioalkyle, formyle, 
hydroxy, hydroxyalkyle, Het, -O-alk-NH-cycloalkyle, OCF 3 , CF 3 , -NH-CO-alk, 
-S0 2 NH 2 , -NH-COCH 3 , -NH-COOalk, Het ou bien sur 2 atomes de carbone adjacents 
1 5 par un dioxymethylene, 

Het, represente un heterocycle mono ou bicyclique insature ou sature, ayant 3 a 10 
chainons et contenant un ou plusieurs heteroatomes choisis parmi oxygene, soufre et 
azote eventuellement substitue par un ou plusieurs alkyle, alcoxy, vinyle, halogene, 
alcoxycarbonyle, oxo, hydroxy, OCF 3 ou CF 3 , les heterocycles azotes etant 
20 eventuellement sous leur forme N-oxydee, 

R 27 et R 285 identiques ou differents, representent un atome d'hydrogene ou tin radical 
alkyle ou bien R 27 et R 28 forment ensemble avec Tatome d'azote auquel ils sont 
rattaches un heterocycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxygene, soufre et azote et etant 
25 eventuellement substitu6 par un ou plusieurs radicaux alkyle, 

R 29 et R 30 , identiques ou differents, representent un atome d'hydrogene ou un radical 
alkyle, -COOalk, cycloalkyle, alkylcycloalkyle, -alk-O-alk, hydroxyalkyle ou bien R 29 
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et R 30 forment ensemble avec Patome d' azote auquel ils sont rattach6s un h6t€rocycle 
mono ou bicyclique satur6 ou insatur^ ayant 3 a 10 chainons, contenant 
eventuellement un autre heteroatome choisi panni oxygene, soufre et azote et 6tant 
eventuellement substitue par un ou plusieurs radicaux alkyle, -COalk, -COOalk, 
5 -CO-NHalk, -CS-NHalk, oxo, hydroxyalkyle, -alk-O-alk, -CO-NH 2 , 

soit R represente CHR 3I et 

R 31 represente un radical -N(R 32 )R 33 , -N(R 32 )-CO-R 33 , -N(R 32 )-S0 2 R 34 , 

R 4 et R 3 , identiques ou differents, representent soit un aromatique choisi parmi 
phenyle, naphtyle et indenyle, ces aromatiques etant non substitues ou substitues par 

10 un ou plusieurs halogene, alkyle, alcoxy, formyle, hydroxy, trifluoromethyle, 
trifluoromethoxy, -CO-alk, cyano, -COOH, COOalk, -CONR 22 R 23 , -CO-NH-NR 24 R 25 , 
alkylsulfanyle, alkylsulfmyle, alkylsulfonyle, alkylsulfanylalkyle, alkylsulfinylalkyle, 
alkylsulfonylalkyle, hydroxyalkyle ou -alk-NR 7 Rg; soit un h&6roaromatique choisi 
parmi les cycles benzofiiryle, benzothiazolyle, benzothienyle, benzoxazolyle, 

15 chromannyle, 2,3-dihydrobenzofuryle, 2,3-dihydrobenzothienyle, furyle, imidazolyle, 
isochromannyle, isoquinolyle, pyrrolyle, pyridyle, pyrimidyle, quinolyle, 1,2,3,4- 
tetrahydroisoquinolyle, thiazolyle et thienyle, ces hdteroaromatiques pouvant etre non 
substitues ou substitues par un halogene, alkyle, alcoxy, hydroxy, trifluoromethyle, 
trifluoromethoxy, cyano, -COOH, COOalk, -CO-NH-NR 24 R 25 , -CONR 22 R 23 , 

20 -alk-NR 24 R 25 , alkylsulfanyle, alkylsulfinyle, alkylsulfonyle, alkylsulfanylalkyle, 
alkylsulfinylalkyle, alkylsulfonylalkyle ou hydroxyalkyle , 

R 32 reprdsente un radical -C(R 35 )(R 36 )-Het 2 , -Het,, -C(R 35 XR 36 )-Ar 2 , Ar 2 , cycloalkyle 
ou norbornyle, 

R 33 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
25 -alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxy, Ar 2 , Het 2 , -CH 2 Ar 2 , -CH 2 Het> ou alkyle 
Eventuellement substitu6 par un ou plusieurs halogene, 
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R 34 reprSsente un radical hydroxyalkyle, -alk-COOalk, -alk-CONR 22 R 235 -alk-NR^R^, 
alcoxy, Ar 2 , Heta, -CH 2 Ar 2 , -CH 2 Het 2 ou alkyle eventuellement substitue par un ou 
plusieurs halogene, 

R 35 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
5 -alk-CONR 22 R 23 , -alk-NR 22 R 23s alcoxyalkyle, Ar 2 , Het^, -CH 2 Ar 2 , -CH.Het, ou alkyle 
eventuellement substitue par un ou plusieurs halogene, 

R 36 represente un atome d'hydrogene ou un radical hydroxyalkyle, -alk-COOalk, 
-alk-CONR 22 R 23 , -alk-NR 22 R 23 , alcoxyalkyle ou alkyle eventuellement substitu<§ par 
un ou plusieurs halogene, 

10 ou bien R 35 et R 36 forment ensemble avec r atome de carbone auquel ils sont rattaches 
un cycle mono ou bicyclique sature ayant 3 a 10 chainons, contenant eventuellement 
un autre heteroatome choisi parmi oxygene, soufre et azote et etant eventuellement 
substitue par un ou plusieurs alkyle, 

Ar 2 represente un radical phenyle, naphtyle ou indenyle, ces differents radicaux etant 
15 eventuellement substitues par un ou plusieurs halogene, alkyle, alcoxy, -CO-alk, 
cyano, -COOH, -COOalk, -CONR 37 R 38 , -CO-NH-NR 39 R 40 , alkylsulfanyle, 
alkylsulfmyle, alkylsulfonyle, -alk-NR^R^, -NR 39 R 40 , alkylthioalkyle, formyle, CF 3 , 
OCF 3 , Het, -O-alk-NH-cycloalkyle, S0 2 NH 2 , hydroxy, hydroxyalkyle, -NHCOalk, 
NHCOOalk ou sur 2 atomes de carbone adjacents par dioxymethylene, 

20 Het 2 represente un heterocycle mono ou bicyclique insaturS ou sature, ayant 3 a 10 
chainons et contenant un ou plusieurs heteroatomes choisi parmi oxygene, soufre et 
azote eventuellement substitue par un ou plusieurs alkyle, alcoxy, halogene, 
alcoxycarbonyle, oxo, hydroxy, les heterocycles azotes etant eventuellement sous leur 
forme N-oxydee, 
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R 37 et R 38 , identiques ou differents, repr£sentent un atome d'hydrogene ou un radical 
alkyle ou bien R 37 et R 38 forment ensemble avec l'atome d'azote auquel ils sont 
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rattaches un heterocycle mono ou bicyclique sature ayant 3 £ 10 chainons, contenant 
eventuellement un autre h6teroatome choisi parmi oxygene, soufre et azote et etant 
Eventuellement substituS par un ou plusieurs alkyle, 

R 39 et R 40 , identiques ou differents, representent un atome d'hydrogene ou un radical 
5 alkyle ou bien R 39 et R 40 forment ensemble, avec Tatome d'azote auquel ils sont 
rattach6s un heterocycle mono ou bicyclique satur6 ayant 3 & 10 chainons, contenant 
eventuellement un autre heteroatome choisi parmi oxyg&ie, soufre et azote et etant 
eventuellement substitue par un ou plusieurs alkyle, 

alk repr6sente un radical alkyle ou alkylene, 

10 les radicaux et portions alkyle et alkylene et les radicaux et portions alcoxy sont en 
chaine droite ou ramifiee et contiennent 1 a 6 atomes de carbone et les radicaux 
cycloalkyle contiennent 3 a 10 atomes de carbone, 

les isomeres optiques de ces composes et leurs sels avec un acide mineral ou 
organique pharmaceutiquement acceptables. 

15 3 - Association selon la revendication 2 pour laquelle le compose de formule (I) est 
choisi parmi les composes suivants : 

l-benzhydryl-3-[(methylsulfonyl)(ph6nyl)methylene]azetidine, 
l-benzhydryl-3-[(3-methylph<^ 

l-benzhydryl-3-[(3-chlorophenyl)(methylsulfonyl)methylm^^ 
20 l-benzhydryl-3-[(3 s 5-dichloroph^ 

l-benzhydryl-3-[(2,5-dichloroph<^^ 

l-benzhydiyl-3-[(2,3-dichloroph<^ 

l-benzhydiyl-3-[(3-fluorophenyl)(^^ 
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l-benzhydryl-3-[(3,5-difluoropheny^ 
l-benzhydryl-3-[(3-bromophenyl)(meth^ 

1 -benzhydryl-3-[(3 -iodophenyl)(methylsulfonyl)methylene]azetidine, 

1 -benzhydryl-3 - [(methylsulfonyl)(3 -trifluoromethoxyphenyl)methylene]azetidine, 

5 1 -benzhydryl-3 - [(methylsulfonyl)(3 -trifluoromethylphenyl)methylene] azetidine , 

l-benzhydryl-3-{[3,5-bis(trifluorometh^ 
dine, 

l-benzhydiyl-3-[(3,5-dibromophenyl)(methyte^ 
l-benzhydryl-3-[(3-methoxycarbonylphenyl)(methylsulfonyl) 
10 l-benzhydryl-3-[(3-cyanophenyl)(me^ 
l-benzhydryl-3-[(3-carbamoylphenyl)(me 

1 -benzhydryl-3 -[(methylsulfonyl)(napht- 1 -yl)(methylsulfonyl)methylene]azetidine, 

1 - [bis(4-chlorophenyl)methyl]-3 -[(3 3 5-difluorophenyl)(methylsulfonyl)methylene] 
azetidine, 

1 5 1 -[bis(4-methoxyphenyl)me%l]-3-[(3 5 5-difluorophenyl)(mahylsulfonyl)m 
lene] azetidine, 

l-[bis(4-methylphenyl)me%^ 
azetidine, 

(RS)-3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]- 1 -[(4-methoxyphenyl) 
20 (phenyl)methyl)]azetidine, 
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(R)-3-[(3 ,5 -difluorophenyl)(methylsulfonyl)methylene]« 1 -[(4-methoxyphenyl) 
(phenyl)methyl] azetidine, 

(S)^-[(3,5-difluorophenyl)^ 
(phenyl)methyl]azetidine, 

5 l-|>is(4-trifluoro^ 
methylene] azetidine, 

1 _|^i s (4-trifluorome^ 
thylenejazetidine, 

l-[bis(4-chlorophenyl) methyl]3-{[3,5-bis(trifluoromethyl) phenyl]methylsulfonyi 
10 methylene} azetidine, 

(RS)-H(4-chiorophenyl)(2,4-di^ 
thylsulfonyl)methylene] azetidine, 

(R)4-[(4-cMoropheny^ 
thylsulfonyl)methylene]azetidine, 

15 (S)-l-[(4-chloroph6nyl)(2,4^ 
thylsulfonyl)methyl&ne]azetidine, 

(RS)-l-{(4-chloroph6nyl)[4-(hydroxym6thyl)ph6 
nyl)(m6thylsulfonyl)methylene]azetidine, 

(R)-l-{(4-chloroph6nyl)[4-^ 
20 nyI)(methylsulfonyl)m6thylene]az6tidine, 

(S)-l-{(4-cMorophenyl)[4^ 
nyl)(m6thylsulfonyl)m6thylene] azetidine, 

(RS)-l-{(4-chlorophenyl)[4-(pyrrolidylmethyl)phenyl] 
ph6nyl)(methylsulfonyl)m6thylene]azetidine, 
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(R)-l - {(4-chlorophenyl)[4-(pyirolidylmahyl)phenyl]methyl} -3-[(3,5-difluorophe- 
nyl)(methylsulfonyl)methylene]az6tidine 9 

(S)- 1 - {(4-chlorophenyl) [4-(pyrrolidylmethyl)phenyl]methyl> -3 -[(3,5-difluorophe- 
nyl)(methylsulfonyl)m6thylene]azetidine ? 

5 l-{(RS)-(4-chlorophenyl) [4-(3 5 3-dimethyl-piperidin-l-yl-methyl) phenyl]methyl}-3- 
[(3 5 5-difluorophenyl)(m6thylsulfonyl)methylene]azetidine 9 

l-{(R)-(4-chloroph&iyl) [4-(3 5 3-dimethyl-piperidin-l-yl-methyl) phenyl]m6thyl}-3- 
[(3 5 5-difluorophenyl)(methylsulfonyl)methylene]azetidine ? 

1- {(S)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-l-yI-methyl) phenyl]methyl}-3- 
1 0 [(3 5 5-difluorophenyl)(methylsuff 

l-{(RS)-(4-chlorophenyl) [4-(thiomorpholin-4-yl-methyl) phenyl]methyl}-3-[(3,5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(R)-(4-chlorophenyl)[4^^ 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

15 l-{(S)-(4-chlorophenyl)[4^ 

difluorophenyl)(methylsulfonyl)m6thylene]azetidine, 

l-{(RS)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-amm^ 
[(3 5 5-difluorophenyl)(methylsulfonyl)methylene]azetidine 5 

1 - {(R)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl} -3 
20 [(3,5-difluorophenyl)(methylsulfonyl)methylene]az6tidine 5 

1 . {(S)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-am -3 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - { {(RS)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl}me- 
thyl}}-3-[(3 5 5-difluoroph6nyl)(m^ 
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1 - { {(R)-(4-chloropheiiyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl} methyl} }- 
3-[(3 5 5-difluorophenyl)(methylsutf 

1 .. { {(S)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]ph6nyl}methyl} } - 
34(3,5-difluorophenyl)(methylsulfonyl)m6thylene]azetidine, 

5 1 - {(RS)-(4-chloroph6nyl)[4-(N-cyd^ - 
3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetid^ 

1 _ {(R)-(4-chloroph6nyl)[4-(N-cyclopropyl-N-propyl-aminomethyl)phen^ -3- 
[(3,5-difluoroph6nyl)(methylsulfonyty^ 

1 - {(SH4-chlorophenyl)[4-(N-^ -3- 
10 [(3,5~difluorophenyl)(m6&^ 

1 - {(RS)-(4-chlorophenyl)[4-(dn^ 
difluorophenyl)(methylsulfonyl)methylene]az6tidine 5 

1 - {(^)-(4-chlorophenyl)[4Kdiisopropylaminomethyl)phenyl]me 
fluorophenyl)(methylsulfon^ 

15 l-{(S)-(4-chlorophenyl)[4-(diisopro^^ 

fluorophenyl)(methylsulfonyl)m6thylene]az6tidine, 

l-{ {(RS)-(4-chlorophenyl) {4-[bis-(2-m6thoxyethyl)aminomethyl]ph6nyl}m6thyl} } - 
3-[(3,5-difluorophenyl)(me%lsulfonyl)methylene]azeti^ 

1 _ { {(R)-(4-chlorophenyl) { 4-[bis-(2-methoxyethyl)aminomethyl]ph6nyl} methyl} } - 
20 3-[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine 5 

l.{{(S)-(4-chlorophenyl){4-[bis<2-methoxyethyl)aminomethyl]pheny^ 
[(3,5-difluorophenyl)(m6thylsulfonyl)m6thylene]azetidine, 

1 - {(RS)-(4-cMorophenyl)[4Kdi-n-pro^ -3-[(3 ,5- 

difluorophenyl)(methylsulfonyl)methylene]azetidine, 
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l-{(R)-(4-chlorophenyl)[4-(di-n-propylaminomethyl)phe 
difluorophenyl)(melhylsulfonyl)me%lene]a2etidine s 

l-{(S)<4-chlorophenyl)[4-(di-n-propylaminomethyl)pheny 
difluorophenyl)(methylsulfonyl)methylene]azetidine 5 

5 l-{(^S)-(4-chlorophenyl^ 

rophenyl)(methylsulfonyl)m6thylene]azetidine, 

1 - {(R)-(4-chlorophenyl)[4-(piperidin-l -yl-methyl)phenyl]methyl} -3-[(3 ,5-difluoro- 
phenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(S)-(4-chlorophenyl)[4-(piperidin- 1 -yl-methyl)phenyl]methyl}-3-[(3 5 5-difluoro- 
10 phenyl)(methylsulfonyl)methylene]azetidine, 

1- {(RS)-(4-chIorophenyl)^ 

[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidm^ 

l-{(R)-(4-chlorophenyl)[4-(4-methyI-piperazin-l-yl-me 
difluorophenyl)(me%lsulfonyl)methylene]azetidine 5 

15 1 - {(S)-(4-chlorophenyl)[4-(4-methyl-piperazin- 1 -yl-rnethyl)phenyl]methyl} -3-[(3 s 5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(RS)-(4-chlorophenyl)^^ 
ropheny^Cmethylsulfony^methylenejazetidine, 

l-{(R)-(4-chloroph&iyl)^^ 
20 rophenyl)(methylsulfonyl)methylene]azetidine 5 

l-{(S)-(4-chloropheny^ 
rophenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(RS)-(4-chloroph6nyl)[4-(diethylaminomethyl)pheny 
phenyl)(methylsulfonyl)methylene]azetidine 5 
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1 - {(R)-(4-chlorophenyl)[4-(diethylaminomethyl)ph6nyl]methyl} -3-[(3 ,5-difluoro- 
phenyl)(methylsulfonyl)methylene]azetidine, 

l-{(S)-(4-chloroph6nyl)[4-(diethylaminom6thyl)ph6nyl]m6thyl}-3-[(3,5-difluoro- 
phenyl)(methylsulfonyl)methylene]azetidine, 

5 i-{(R5)<4-chloroph6nyl)[4-(pip6razin-2-one-4-yl-me%l)phenyl]mahyl}-3-[(3,^ 
difluorophenyl)(m6thylsulfonyl)m6thylene]az6tidine, 

l.{(R).(4-chloroph6nyl)[4-(pip6razin-2-one-4-yl-m6thyl)phenyl]methyl}-3-[(3,5- 
difluoroph6nyl)(m6thylsulfonyl)methylene]az6tidine, 

l.{(S)-(4-chlorophenyl)[4-(piperazin-2-one-4-yl-methyl)ph6nyl]m6thyl}-3-[(3,5- 
1 0 difluorophenyl)(m6thylsulfonyl)methylene]az6tidine, 

1- {(RS)-(4-chlorophenyl)[4-(imidazol- 1 -yl-methyl)ph6nyl]m&hyl} -3-[(3,5-difluo- 
rophenyl)(methylsulfonyl)methylene]azetidine, 

l-{(R).(4-chloroph6nyl)[4<iinidazol4-yl-m6thyl)ph6nyl]m6thyl}-3-[(3^ 
ph6nyl)(methylsulfonyl)m6thylene]az6tidine, 

15 i-{(S)<4-cWoroph6nyl)[4Kimidazol4-yl-methyl)phrayl]methyl}-3^ 
phenyl)(m6thylsulfonyl)methylene] az6tidine, 

( RjS ).l.{(4-chloroph6nyl)[4-(N,N-dim6thylcarbamoyl)ph6nyl]methyl}-3<(3 
fluorophenyl)(methylsulfonyl)methylene]azetidine, 

(R)-l-{(4-chlorophenyl)[4-(N > N-dim6thylcarbamoyl)ph6nyl]m6thyl}-3-[(3,5-difluo- 
20 r ophenyl)(m6thylsulfonyl)m6thylene]azetidine, 

(S)-l- {(4-chlorophenyl)[4-(N } N-dimethylcarbamoyl)ph6nyl]m6thyl} -3-[(3,5-difluo- 
roph6nyl)(m6thylsulfonyl)methylene]azetidine, 

(RS)-l-{(4-chlorophenyl)[4-(N-ethylcarbamoyl)ph6nyl]m6thyl)}-3^(3,5-difluoro- 
phenyl)(methylsulfonyl)m6thyldne]az6tidine, 
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(R)-l - { (4-chlorophenyl) [4-(N-ethylcarbamoy l)phenyl] methyl}-3-[(3,5-difluorophe- 
nyl)(methylsulfonyl)m6thylene]azetidine, 

(S)-l - {(4^hlorophenyl)[4-(N-^ 
nyl)(methylsulfonyl)methylene]azetidine, 

5 (RS)- 1 -[(4-carbamoylphenyl)(4-chlorop^^^ 
(methylsulfonyl)methylene]azetidine, 

(R)-l-[(4-carbamoylphenyl)(4-chlorophenyl)m6thyl]-3-[(3,5-difl^ 
nyl)(methylsulfonyl)methylene]azetidine, 

(S)- 1 -[(4-carbamoylphenyl)(4-chlorophenyl)methyl]-3-[(3 ,5-difluoropheny 1) 
1 0 (m£thylsulfonyl)methylene] azetidine, 

l-[bis(4-chlorophenyl)me1hyl]-3-[(3,5-dichlorophenyl)(methylsulfo 
azetidine, 

1 -benzhy dry 1-3 - [(3 -methylsulf anylpheny 1) (methylsulfonyl)m6thylene] azetidine, 

1 -benzhydryl-3 - [(3-methylsulfany lmethyl)pheny 1)] (methylsulfonyl)methylene]azeti- 
15 dine, 

1 - |>is(4-chlorophenyl)methyy 
tidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3-carbanioylphenyl)(me1hylsu 
lene] azetidine, 

20 l-[bis(4-chlorophenyl)me^ 
azetidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3-hydroxyphenyl)(me1iiylsulfonyl)m 
azetidine, 
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l-tbis(4-chloroph6nyl)methyl]-3-[(methylsulfonyl)(3-pyrroU 
az6tidine, 

l-[tys(4-chlorophenyl)m6thy^ 
lene]azetidine, 

5 l-tbis(4-cMoroph6nyl)m6thyl]3-{(m6thylsulfony 
methylene} azetidine, 

1 -[bis(4-chlorophenyl)methyl]-3-[(m6thylsulfonyl)(3 
nyl)(methylsulfonyl)m6thylene]azetidine, 

l-[bis(4-fluorophenyl)me^ 
10 azetidine, 

l-[bis(2-fluorophenyl)m^ 
azetidine, 

l-[bis(3-fluorophenyl)m6^ 
azetidine, 

15 (RSH-[(4-chlorophenyl)^ 
lene]azetidine, 

(R).l-[(4-chloroph^ 
azetidine, 

(S)-l-[(4-chlorophenyl)(thiazoW 
20 azetidine, 

(RS)-l-[(4-chlorophenylX^ 
nyl)methylene]az6tidine, 

(R)4-[(4-chlorophenyl)(thien-2-yl)methyl]-3-[(3,5-difluoroph^ 
m6thylene]azetidine, 
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(S)-l-[(4-chloroph6nyl)(thi^ 
m6thy lene] azetidine, 

l-benzhydiyl^-[(ethylsulfonyl)(phenyl)methyle^ 

1 -[bis(4-chlorophenyl)methyl]-3- { {3-[N-(4-methylpiperazinyl)carbamoyl]phenyl} 
5 (methylsulfonyl)methylene} azetidine, 

l-[bis(4-chlorophenyl)methyl]-3-{[3-(2 5 2-dimethylcarbohydra^ 
sulfonyl)methylene} azetidine, 

l-[bis(thien-2-yl)methyl]-34(3,5-difluorophenyl)(methylsulfo^ 
dine, 

10 1 -[bis(p4olyl)metiiyl]-3-[(m 

l-[(4-chlorophenyl)(4-hydroxym6thylphenyl)methyl]-3-[(3 s 5-difluoroph 
(methylsulfonyl)methylene]azetidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(3-methylaminophenyl)(me^^ 
lene] azetidine,- 

15 (RS>H(4-chlorophenyl)(thi^ 
fony l)methylene] azetidine, 

(R)-l-[(4-chlorophenyl)(thiazo^ 
ny l)methylene] azetidine, 

(S)-l-[(4-chlorophenyl)(thiazol-2-yl)methyl]-34(3 5 5-difluorophe 
20 nyl)methy lene] azetidine, 

l-[bis(4-chlorophenyl)methyl]-3-[(methylsulfonyl)(2-methoxycarbon^ 
yl)methy lene] azetidine, 
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l-|>is(4-chlorophenyl)methyl]-3-hydroxy-3-[(m6thylsulfonyl)(2-methoxycarbony 
thi6n-5-yl)methyl]azetidine-(RS), 

l-|>is(4-cWorophenyl)methyl]-3-[(2-wobutylaminocarbonylthi^n-5-yl)(m6thyl- 
sulfonyl)m6thyl£ne]az6tidine, 

5 i-[bis(4-chlorophenyl)m6thyl]-3-[(3-methoxycarbonylph6nyl)(m6thylsulfonyl) 
m6thyl-(RS)]azetidin-3-ol, 

l-[bis(4-chloroph6nyl)methyl]-3-[(m^ 
din-3-ol, 

l<bis(4-chloroph6nyl)m6thyl]-34(m6thylsulfonyl)(pyridin-3-yl)methyl-(RS)] 
10 din-3-ol, 

3-({l-[bis-(4-chloroph6nyl)methyl]azetidin-3-ylidene}-methanesulfonyl-m 
(3 -morpholin-4-yl-propyl)benzamide, 

3-({l-[bis^4-chlorophenyl)metbyl]azetid^ 
(3-dim&hylamino-propyl)benzamide, 

15 3-({l-[bis-(4-chloroph6nyl)m6thyl]azetidin-3-ylid&ne}-methanesulfonyl-m6thyl)N^ 
(2-pyrrolidin-l-yl-6thyI)benzamide, 

3-({l-[bis<4-chloroph6nyl)methyl]azetidinO-ylidene}-methanesulfonyl-mahyl)N- 
(2-dim6thylainuio-l-m6thyl-ethyl)benzamide, 

3-({l-[bis<4-chloroph6nyl)m6thyl]az&id^ 
20 piperidin-l-yl-benzamide, 

3-({l-[bis^4-chloroph6nyl)methyl]azetidin-3-ylidene}-m6thanesulfonyl-m6thyl)N- 
isobutyl-benzamide, 

3K{l-[bis-(4-cWorophenyl)m6thyl]azetidin-3-ylidene}-methanesulfonyl-m^ 
(3-imidazol-l-yl-propyl)benzamide, 
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3-( { 1 -[bis-(4-chlorophenyl)m6thyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-dimethylamino-ethyI)benzamide J 

N'-methyl-hydrazide de Tacide 3-({ l-[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
denel-methanesulfonyl-methy^benzoi'que, 

5 3-({l-[bis-(4-chlorophenyty^ 

(2-morpholin-4-yl-ethyl)benzamide, 

3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}-methanesulfo 
( 1 -ethyl-pyrrolidin-2-ylmethyl)benzaniide ? 

3 -( { 1 - [bis-(4-chlorophenyl)methy l]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
10 (2 5 2-dimethyl-propyl)benzamide :) 

3-( { 1 -[bis-(4-chlorophenyl)methyl] azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
cyclohexylmethyl-benzamide, 

3-({ 1 -[bis-(4-chlorophenyl)methyl] azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
cyclopropylmethyl-benzamide, 

15 3-({l-[bis~(4-chlorophenyl)mefo^ 
(2-methyl-butyl)benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-phenyl-propyl)benzamide, 

3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
20 (tetrahydro-furan-2-ylmethyl)benzamide 5 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2 5 2-diphenyl-ethyl)benzamide 3 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin--3-ylidene} -methanesulfonyl-methyl)N- 
(2-ethyl-butyl)benzamide, 
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ester methylique de l'acide 4-{[3-({l-|>is-(4-cWorophenyl)m6thyl]az6tidin-3-yli- 
dene} -methanesulfonyl-methyl)benzoy lamino]methyl} -cyclohexanecarboxylique, 

2-amino- 1 - {4-[3 -( { 1 -[bis-(4-chloroph6nyl)methyl]azetidin-3-ylidene} -methanesul- 
fonyl-rnethyl)phenyl]piperazin-l-yl}-ethanone, 

5 ester tert-butylique de l'acide (2-{4-[3-({l-[bis-(4-chlorophenyl)m^ 

ylidene} -methanesulfonyl-m6thyl)phenyl]piperazin-l-yl} -2-oxo-ethyl)carbamique, 

1 . {4-[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazin- 1 -yl} -2-methylamino-ethanone, 

ester tert-butylique de l'acide (2-{4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3- 
10 ylidene} -methanesulfonyl-methyl)pte^ 
carbamique, 

N-rnethylamide de l'acide 4-[3-({l-[bis-(4-chloroph6nyl)m6thyl]azetidin-3 -ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine- 1 -carbothioic, 

N-methylamide de l'acide 4-[3-({l-[>is-(4-chloroph^nyl)methyl]azetidin-3-ylidene}- 
1 5 methanesulfony l-methyl)phenyl]piperazine- 1 -carboxylique, 

ester de methyl de l'acide 4-[3-({l"[bis-(4-chlorophenyl)methyl]azetidin-3-ylidtee}- 
methanesulfony 1-methy l)pheny l]piperazine- 1 -carboxylique, 

1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3 -ylidene} -m6thanesulfonyl-me- 
thyl)phenyl]-4-isobutyl-piperazine, 

20 1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidfene} -m6thanesulfonyl-me- 
thyl)phenyl]-4-ethyl-piperazine, 

4-acetyl l-[3-({l-[bis-(4-chloroph^^ 
methyl)ph6nyl]piperazine, 
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1 - {4-[3 -( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3 -ylidene} -methanesulfonyl- 
methyl)ph6nyl]piperazin-l-yl}-2-dime^ 

1 -[3-( { 1 -[bis-(4-chlorophenyl)methyl] azetidin-3-ylidene} -methanesulfonyl-me- 
thyl)phenyl]piperazine, 

5 ester tert-butylique de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene} -methanesulfonyl-methyl)phenyl]piperazine-l -carboxylique, 

l-[bis(4-methoxycarbonylphenyl)me^^ 
methylene] azetidine, 

3- acetoxy-l-[^is(4-methoxycait>o^ 

1 0 (methylsulfonyl)methyl-(RS)]azetidine J 

(RS)-4-[4-((4-chloropheny^ 

azetidin- 1 -yl} -methyl)benzyl]morpholine, 

4- (4- {3-[( 1 -benzhydryl-azetidin-3 -ylidene)methanesulfonyl-methyl]phenoxy } bu- 
tyl)morpholine, 

15 4-(4-{3-[(l-benzhydryl-azetidin~3-ylidene)m 
pyl)morpholine 3 

N- { 1 -[bis(4-chloropheny l)methyl] azetidin-3 -yl} -thien-2-y Usulfonamide, 
N- { 1 -[bis(4-chloropheny l)methy 1] azetidin-3 -yl} -4-methoxyphenylsulfonamide, 
N-[4-(N-{l-[bis(4-cWoroph^ 
20 N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -4-methylphenylsulfonamide ? 
N-{l-[bis(4-chlorophenyl)meto^ 
N- { 1 -[bis(4-chloroph6nyty^ 
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N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3,4-dichlorophenylsulfonamide, 
N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-cyanoph6nylsulfonami 
N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -2,5-dimethoxyphenylsulfonamide, 
N-{l-|>is(4-chlorophenyl)methyy^ 
5 N-{l-[T3is(4-chlorophenyl)methy^ 
N-{l-|^is(4-chlorophenyl)methyl]a^ 
N-{l-[bis(4-chloroph6nyl)methyl]^ 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl> - 1 -methyl- 1 -#-imidazol-4-yl- 
sulfonamide, 

10 N-[4-(N-{l-[bis(4-cMoro^^ 
chlorophenyl]acetamide, 

N-{l-[bis(4-chlorophenyl)meto^ 

N- { 1 -[bis(4-chloroph6nyl)methyl]azetidin-3-yl } -4-fluorophenylsulfonamide, 
N-{l-|>is(4-chloroph6nyl)methyl]^ 
15 N- { 1 -[bis(4-chlorophenyl)methyl]azetidm^ 
N- { l-[bis(4-chlorophenyl)m^ 

N- { 1 -[bis(4-chlorophenyl)m6thyl]azetidin-3-yl} -3,5-difluorophenylsulfonamide, 
N-{l-[bis(4-chlorophenyl)methyl]az6tidin-3-yl}pyrid-2-ylsulfonamide 5 

N-{l-[bis(4-chlorophenyl)m^ 
20 ph6nyl)sulfonamide, 
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N- { 1 -[bis(4-chlorophenyl)me 
fluorophenylsulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3 -yl} -N-methyl-quinol«8-ylsulfonamide ? 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-methyl-phenylsulfonamide, 

5 N- { 1 -[bis(4-chlorophenyl)methyl] azetidin-3-yl} -N-methyl- 
(phenylmethyl)sulfonamide, 

N- { l-[bis(4-chlorophenyl)methyl]azetidin-3-yl} -3-sulfamoylphenylsulfonamide, 

2- benzenesulfonyl-N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -ac6tamide, 

N- { l-[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -2-(toluene-4-sulfonyl)-acetamide 5 

1 0 (3-chloro-4-methylsulfonyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]- 
azetidin-3-yl} -amide, 

N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3 -yl} -3-(2-ph6nyl-ethylenesulfonyl)- 
propionamide, 

N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -4-methylsulfonyl-benzamide, 
15 N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -4-methanesulfonyl-benzamide, 

(5-methylsulfony l-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin- 

3 - yl} -amide, 

(5-methylsulfonyl-3-methyl-4-vinyl-thiophene-2-carboxy)- { 1 -[bis-(4-chloroph6nyl> 
methyl]~az6tidin-3~yl} -amide, 

20 (RS)-N- { 1 -[(4-chloro-phenyl)-pyridin-3-yl-methyl]-azetidin-3 -yi} -3 ,5-difluoro- 
benzenesulfonamide, 
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(RS)-N- { 1 -[(4rchloro-ph6nyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl} -3,5-difluoro- 
benzenesulfonamide, 

N- { 1 -[bisK4-chlorophenyl)methyl]-azetidin-3-yl}-N-(6-chloropyrid-2-yl)-m6thyl 
sulfonamide, 

5 N- { 1 -[bis-(4-chloroph6nyl)methyl]azetidin-3-yl} -N-(6-6thylpyrid-2-yl)-xnethyl- 
sulfonamide, 

N-{l-j>is^4-chlorophenyl)m6thyl]az6tidin-3-yl}-N-quinol-6-yl-m6lhyl-s^ 
N- { 1 -[bis<4-chlorophenyl)methyl]az^ 

N- { 1 -[bis-(4-chlorophenyI)methyl]azetidin-3-yl> -N-isoqumol-5-yl-methyl- 
10 sulfonamide, 

N-{l<bis-(4-cWoroph6nyl)methyl]az6tidin-3-yl}-N-pyrid-3-yl-methyl-sulfonamide, 

N-{l-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(l-oxyde-pyrid-3-yl)- 
methylsulfonamide, 

N-(lR,2S,4S)-bicyclo[2,2,l]hept-2-yl-N-{l-[bis-(4-chlorophenyl)methyl] azetidin-3- 
15 yl}-methylsulfonamide, 

N-(lR,2R 5 4S)-bicyclo[2,2,l]hept-2-yl-N-{l-[bis-(4-chlorophenyl)m6thyl] azetidin-3- 
yl}-methylsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3,5-difluoroph6nyl)- 
• methylsulfonamide, 

20 N-{l-[bis<4-chlorophenyl)methyl]azetidin-3-yl}-N-(thiazol-2-yl)-methyl 
sulfonamide, 

N-{l-[bis-(4-chlorophenyl)-memyl]-azetidin-3-yl}-N-(3-methoxyphenyl)- 
methylsulfonamide, 
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N- { 1 -[bis-(4-chlorophenyl)-m6thyl]-azetidin-3-yl} -N-(3 -hydroxyphenyl)- 
methylsulfonamide, 

N-{l-[bis-(4-chlorophenyl)-methy^ 
methylsulfonamide, 

5 N- { 1 -[bis-(4-chlorophenyl)-^ 
aminobenzoate d'ethyle, 

N- { l-[bis-(4-chlorophenyl)methyl]azetidin-3-yl}-N-(l -isobutyl-piperid-4-yl)- 
methylsulfonamide, 

N-benzyl-N- { 1 -[bis(4-chlorophenyl)m6thyl]azetidin-3-yl} amine, 

10 N-{l-[bis(4-chloropheny0^ 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3 5 5- 
difluorobenzyl)methylsulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-(pyrid-3-yl -methyl) - 
methylsulfonamide, 

15 N- { 1 -[bis-(4-fluoro-phenyl)-methyl]-azetidin-3-yl} -N-(3,5-difluorophenyl> 
methylsulfonamide, 

(RS)-N- { 1 -[(4-chlorophenyl)-pyrid-3 -yl-methyll-azetidin-S-ylJ-N-CS^- 
difluorophenyl)-methylsulfonamide 5 

(R)-N-{l-[(4-cWorophenyl)^ 
20 difluorophenyl)-methylsulfonamide, 

(S)-N- { 1 -[(4-chlorophenyl)-pyrid-3-yl-methyl]-azetidin-3-yl} -N-(3 ,5- 
difluorophenyl)-methylsulfonamide, 
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(RS)-N-{l-[(4-cMoropheny^ 
difluorophenyl)-methylsulfonamide, 

(R)-N- { 1 -[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl} -N-(3 ,5- 
difluorophenyO-methylsulfonamide, 

5 (S)-N- { l-[(4-chlorophenyl)-pyrid-4-yl-methyl]-az6tidin-3-yl}-N<3,5- 
difluorophenyl)-m6thylsulfonamide, 

(RS)-N- { 1 -[(4-chlorophenyl)-pyrimidin-5--yl-m6thyl]--azetidin-3-yl} -N-(3,5- 
difluorophenyl)-m6thylsulfonamide, 

(R)-N- { 1 -[(4-chlorophenyl)-py^ 
10 difluorophenyl)-methylsulfonamide, 

(S)-N- { l-[(4-cWorophenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl} 
difluorophenyl)-m6thylsulfonamide, 

N- { l-[bis-(4-chIorophenyl)methyl]azaidin-3-yl} -N-(3,5-difluoroph6nyi)- 
benzylsulfonamide, 

15 leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

4 - Association selon la revendication 2 pour laquelle le compose de formule (I) est 
choisi parmi les composes suivants : 

l-[bis(4-chloroph6nyl)me^ 
(RS)]azetidin-3-ol, 

20 3-ac6toxy-l-[bis-(4-cM^^ 

ulfonyl)methyl)methyl sulfonylmethyl-(RS)]azetidine 

l-[bis(4-chlorophenyl)me^^ 
azetidine, 

leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 
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5 - Association selon la revendication 1 dans laquelle 1'antagoniste CB1 est le 
SR141716 ses hydrates et ses sels pharmaceutiquement acceptables ou le LY320135 
et ses sels pharmaceutiquement acceptables. 

6 - Composition pharmaceutique contenant un antagoniste CB1 et la sibutramine, son 
5 hydrate ou un de ses sels pharmaceutiquement acceptables a i'etat pur ou avec un ou 

plusieurs diluants et/ou adjuvants compatibles et pharmacologiquement acceptables 
et/ou eventuellement en association avec un autre produit pharmaceutiquement 
compatible et physiologiquement actif. 

7 - Composition pharmaceutique selon la revendication 6 pour laquelle 1'antagoniste 
10 CB1 de formule I telle definie dans la revendication 2. 

8 - Composition pharmaceutique selon la revendication 7 pour laquelle le compose de 
formule (I) est choisi parmi les composes suivants : 

l-beiizhydryl-3-[(methylsulfonyl)(phenyl)methylene]az6tidine, 

l-benzhydryl-3-[(3-methylphenyl)(methylsulfonyl)methylene]azetidine 5 

15 1 -benzhydryl-3-[(3-chlorophenyl)(methylsulfonyl)methylene]azetidine, 
l-benzhydryl-3-[(3,5-dichlorophenyl)(methylsulfonyl)methylene]azeti 
l~benzhydryl-3-[(2 5 5-dichlorophenyl)(methylsulfonyl)methylene]azetidin^ 
l-benzhydiyl-3-[(23-dichlorophenyl)(methylsulfonyl)me1hylene]aze^^ 
l-benzhydryl-3-[(3-fluorophenyl)(methylsulfonyl)methyl^ne]azetidine 5 

20 l-benzhydryl-3-[(3 ? 5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 
l-benzhydi7l-3-[(3-bromophenyl)(methylsulfonyl)methylene]azetidine, 
1 -benzhydryl-3 - [(3 -iodophenyl)(m6thylsulfonyl)methylene] azetidine, 
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1 -benzhydiyl-3-[(meth^ 
l-benzliydryl-3-[(methylsulfo^ 

l-benzhydryl-3-{[3,5-bis(trifluoromethyl)phenyl](methylsu 
dine, 

5 1 -benzhydryl-3-[(3 jS-dibromopheny^Cm^thylsulfonyOmethy lene]az6tidine, 
l-ben2hydiyl-3-[(3-methoxycarbonylph^ 
1 -b enzhy diy 1-3 - [(3 -cy anoph^ 

l-benzhydryl"3-[(3-cm*bamoylphenyl)(methylsulfonyl)methylene] 

l-benzhydryl-34(methylsulfonyl)(na^ 

10 l-[bis(4-chlorophenyl)m^ 
azetidine, 

l-[bis(4-methoxyphenyl)methyi>H 
lene] azetidine, 

l-[bis(4-methylphenyl)m&^^ 
15 azetidine, 

(RS)-3-[(3,5-difluoroph6nyl)(m6%^ 
(phenyl)methyl)]azetidine, 

(R)-3-[(3,5-difluorophenyl)(me%te^^ 
(phenyl)methyl] azetidine, 

20 (S)-3-[(3,5-difluorophenyl)(me 
(phenyl)methyl]azetidine, 
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1 -[bis(4-trifluoromethoxyp^^ 
m6thylene]azetidine, 

l-[bis(44rifluoromethylpheny0^ 
thylene]azetidine, 

5 l-[bis(4-chlorophenyl) methyl]3-{[3,5-bis(trifluoromethyl) phenyl]methylsulfonyl 
methylene} azetidine, 

(RS)-l-[(4-chlorophenyl)(2,4^^ 
thylsulfonyl)methylene]azetidine, 

(R>l-[(4-chloroph6^ 
1 0 thy lsulfony l)methylene] azetidine, 

(S)-l-[(4-chlorophenyl)(2,4-chcWorophenyl)methyl]-3^ 
thylsulfonyl)methylene]azetidine, 

(RS)-l-{(4-chlorophenyl)[4-(hydroxymethyl)phenyl]m^ 
nyl)(methy lsulfony l)methylene] azetidine, 

1 5 (R)- 1 - {(4-chlorophenyl)[4-(hydroxymethyl)phenyl]m6thyl} -3-[(3,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 

(S)- 1 - {(4-chlorophenyl)[4-(hydroxymethyl)phenyl]methyl} -3-[(3 ,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 

(RS)-l-{(4-chlorophenyl)[4-(py^ 
20 pheny l)(methylsulfonyl)methylene] azetidine, 

(R)-l-{(4-chlorophenyl)[4-fc 
nyl)(methylsuIfonyl)methylene]azetidine, 

(S)- 1 - {(4-chlorophenyl)[4-(pyrrolidylmethyl)phenyl]rnethyl} -3-[(3 5 5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 
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1 - {(RS)-(4-chlorophenyl) [4-(3 ,3-dim6thyl-pip6ridin-l-yl-m6thyl) ph6nyl]raethyl}-3- 
[(3,5-difluoroph6nyl)(methylsulfonyl)m6thyl^ne]az6tidine, 

l-{(R)-(4-chlorophenyl) [4-(3,3-dimethyl-piperidin-l-yl-methyl) phenyl]methyl}-3- 
[(3,5-difluorophenyl)(m6tliylsulfonyl)m6thylene]azetidine, 

5 i-{(S)-(4-chlorophenyl) [4-(3,3-dimethyl-pip6ridin-l-yl-methyl) ph6nyl]m6thyl}-3- 
[(3,5-difluoroph^nyl)(m^thylsulfonyl)methylene]azetidine, 

l-{(RS)-(4-chlorophenyl) [4-(thiomorpholin-4-yl-methyl) ph6nyl]methyl}-3-[(3,5- 
difluorophenyl)(methylsulfonyl)methyldne]azetidine, 

l.{(R).(4-chlorophenyl)[4-(thiomorpholin-4-yl-m6thyl)phenyl]methyl} 
10 difluorophenyl)(methylsulfonyl)methylene]az6tidine, 

l.{(S).(4-chlorophenyl)[4-(thiomoipholin-4-yl-m6thyl)phenyl]methyl}0-[(3,^ 
difluoroph6nyl)(m6thylsulfonyl)methylene]az6tidine, 

l-{(RS)-(4-chlorophenyl)[ 4-(TSI-ethyl-N-cyclohexyl-aminom6thyl)phenyl]mdthyl}-3- 
[(3,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

15 1 - {(R)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]methyl} -3- 
[(3,5-difluorophenyl)(m6thylsulfonyl)methylene]az6tidine, 

1- {(S)-(4-chlorophenyl)[ 4-(N-ethyl-N-cyclohexyl-aminomethyl)phenyl]m6thyl} -3- 
[(3,5-difluoroph6nyl)(m6thylsulfonyl)methylene]az6tidine, 

1 - { {(RS)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl} me- 
20 thyl}}0-[(3,5-di£luorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - { {(R)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]phenyl} methyl} } - 
3 -[(3 ,5-difluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 - { { (S)-(4-chlorophenyl) {4-[(4-ethoxycarbonylpiperazinyl)methyl]ph6nyl} methyl} } - 
3-[(3,5-difluorophenyl)(m6thylsulfonyl)m6thylene]azetidine, 
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1 - {(RS)-(4-chlorophenyl)[4-^ - 
3-[(3,5-difluorophenyl)(methylsulfonyl)m6thylene]aze 

l-{(R)-(4-cWorophenyl)[4-(N-cyclopropyl-N-propyl-aniinom 
[(3,5-difluorophenyl)(methylsulfo^ 

5 1 - {(S)-(4-chlorophenyl)[4-(N -cyclopropyl-N-propyl-aminomethyl)phenyl]m^ thyl} -3- 
[(3 ? 5-difluorophenyl)(methylsulfonyl)m6thyldne]azetidine, 

1 - {(RS)-(4-chlorophenyl)[4-(diisopro^ 
difluorophenyl)(methylsulfonyl)methylene]a2etidine 3 

1 . {(^)-(4-chlorophenyl)[4-(diisopropylaminomethyl)phenyl]me -3-[(3,5-di- 
1 0 fluorophenyl)(methylsulfonyl)methylene]azetidine, 

1 . {(S)-(4-cWorophenyl)[4-(diisopro^ 
fluoropheny l)(methy lsulfony l)methylene] azetidine, 

1 - { {(RS)-(4-chlorophenyl) {4-[bis-(2-methoxyethyl)aminomethyl]phenyl} methyl } } - 
3-[(3 3 5-difluorophenyl)(methylsulfonyl)methylene]azetidm 

15 l-{{(R)-(4-chlorophenyl){ 4-[>isK2-methoxyethyl)aminom6thyl]phenyl} methyl}}- 
3-[(3 ) 5-difluorophenyl)(m6thylsulfonyl)methylene]azetidm^ 

1- { {(S)-(4-chlorophenyl) {4^bis-(2-methoxyethyl) 
[(3,5-difluorophenyl)(methyls^ 

1 - {(RS)-(4-chlorophenyl)[4-(di-n-propylaminomethyl)phen^ -3 -[(3 ,5- 

20 difluorophenyl)(m6thylsulfonyl)methylene] azetidine, 

1 . {(R)-(4-cMorophenyl)^ 

difluorophenyl)(methylsulfonyl)methyl6ne]a2etidine, 

1 - {(S)-(4-cMorophenyl)[4^di-n-pro^ -3 -[(3 5 5- 

difluorophenyOCmethylsulfonyOmethylenelazetidine, 
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1- {(RS)-(4-chlorophe^ 
rophenyl)(methylsulfonyl)methylene]azetidine 5 

l-{(R)-(4-chlorophenyl)[4-(piperidin-l-yl»methyl)ph^ 
phenyl)(m6thylsulfonyl)m6thylene]azetidine 5 . 

5 l-{(S)-(4-cMoroph6nyl)[4-te^ 

phenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(RS)-(4-chlorophenyl)[4-(4-methyl-pip6razin- 1 -yl-m6thy l)phenyl] methyl} -3- 
[(3,5-difluorophenyl)(rriethylsulfonyl)m6thylene]azetidine 5 

1 - {(R)-(4-chlorophenyl) [4-(4-methyl-piperazin- 1 -y l-methyl)phenyl]methyl } -3 -[(3 ,5- 
10 difluorophenyl)(methylsulfonyl)m6thyIene]azetidine, 

l-{(S)-(4-chlorophe^ 

difluoroph6nyl)(m6thylsulfonyl)methylene]azetidine, 

1 - {(RS)-(4-chlorophenyl)[4-(m^ 
rophenyl)(methylsulfonyl)methylene]azetidine, 

15 l-{(R)-(4-chlorophenyl)[4-(mo^^ 

ropheny l)(m6thylsulfonyl)methy lene] azetidine, 

1 - {(S)-(4-chlorophenyl)[4-(m^ 
roph6nyl)(m6thylsulfonyl)methylene]azetidine, 

l-{(RSH4-chlorophenyl)[4<di&^^^ 
20 phenyl)(methylsulfonyl)methylene]azetidine 9 

l-{(R)-(4-chlorophenyl)^ 
phenyl)(methylsulfonyl)methylene]azetidine, 

l-{(S)-(4-cMoroph6nyl)[4^die%laminomethyl)ph6nyl]m6 
phenyl)(methylsulfonyl)m6thylene]azetidine > 
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1- {(RS)-(4-chlorophenyl)[4-(piperazin-2-one-4-yl-methyl)phen^ -3-[(3 a 5- 
difluorophenyl)(methylsulfonyl)methylene]azetidine ? 

l-{(R)-(4-chlorophenyl)[4-(piperazin-2-one-4-yl-methyl)ph^ 
difluorophenyl)(methylsulfonyl)methylene]az6tidine, 

5 l-{(S)-(4-chlorophe^ 

difluorophenyl)(methylsulfonyl)methylene]azetidin^ 

l-{(RS)-(4-chlorophenyl)[4Kimidazol-l-yl-m6thyl)ph6n^ 
rophenyl)(methylsulfonyl)methylene]azetidine 5 

l-{(R)-(4-chlorophenyl)[4-(im^ 
10 phenyl)(methylsulfonyl)methylene]azetidine, 

1 - {(S)-(4-chlorophenyl)[4-(imidazol- 1 -yl-methyl)phenyl]methyl} -3-[(3 ? 5-difluoro- 
phenyl)(methylsulfonyl)m6thylene] azetidine, 

(RS)- 1 - {(4-chlorophenyl)[4-(N ? N-dimethylcarbamoyl)phe 
fluorophenyl)(methylsulfonyl)methylene]azetidiiie 5 

15 (R)- 1 - {(4-chloroph6nyl)[4-(N,N-dimethylcarbamoyl)phenyy 5 5-difluo- 
rophenyl)(methylsulfonyl)methylene]azaidine 5 

(S). l - {(4-chlorophenyl)[4-(N,N-dimethylcarbamoyl)phenyy -3-[(3 ,5-difluo- 
ropheny l)(methylsulfony l)methylene] azetidine , 

(RS)- 1- {(4-chlorophenyl)[4-(N^ 
20 ph6nyl)(methylsulfonyl)methylene]azetidine, 

(R)- 1 - {(4-chlorophenyl)[4-(N-e%lcarbamoyl)phenyl]methyl} -3-[(3 ,5-difluorophe- 
nyl)(methylsulfonyl)methylene]azetidine, 

(S)- 1 - {(4-chlorophenyl)[4-(N-ethylcarbamoyl)phenyl]methyl} -3-[(3 s 5-difluorophe- 
nyl)(methylsulfonyl)methylene]az6tidine, 
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(RS). 1 4(4-carbamoylphenyl)(4-chlorophenyl)methyl]-3-[^ 
(methylsulfonyl)methylene]azetidine 5 

1 _[(4-carbamoy lphenyl)(^ 
ny l)(methy lsulfonyl)methylene] azetidine, 

5 (S)-l-[(4-carbamoylphenyl^ 

(m6thylsulfonyl)methylene]azetidine 3 

l-[bis(4-chlorophenyl)methyl]-3-[(3,5-dichlorophenyl)(me 
azetidine, 

l-benzhydiyl-3-[(3-methylsulfanylphenyl)(methylsulfon 

10 l-benzhydryl-34(3-methylsulfanylmethyl)phenyl)](m 
dine, 

l-[bis(4-cMorophenyl)m^ 
tidine, 

l-[bis(4-chlorophenyl)m6thyl]-3^ 
15 lene]azetidine, 

l-[bis(4-chlorophenyl)me^ 
azetidine, 

1 -[bis(4-chlorophenyl)me% 
azetidine, 

20 l-[bis(4-chlon)phenyl)me%l]^ 
azetidine, 

1 -[bis(4-chlorophenyl)me^ 
lene] azetidine, 
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1 ~[bis(4-chlorophenyl)m^ 
methylene} azetidine, 

l-[>is(4-chlorophenyl)methyl]-^^ 
nyl)(methylsulfonyl)methylene]azetidine 5 

5 l-[bis(4-fluorophenyl)metty^ 
azetidine, 

l-[bis(2-fluorophenyl)methyl]^-[^ 
azetidine, 

l-[bis(3-fluorophenyl)m^ 
10 azetidine, 

(RS).l4(4-chlorophenyl)(thiazol-2-yl)methyl]-3-[(m 
lene] azetidine, 

(R)4-[(4-chlorophenyl)(thiazol-2-yi)m6thyl]-3-[(m^ 
azetidine, 

15 (S)-l-[(4-chlorophenyl)(thiazo^ 

azetidine, ! 

(RS)-l-[(4-chlorophenyl)(thien-2-yl)methyl]-3-[(3,5-difluo 
nyl)methylene] azetidine, 

(R)-l-[(4-chlorophenyl)(thien^ 
20 methylene] azetidine, 

(S)- 1 -[(4-chlorophenyl)(th^ 
methylene] azetidine, 

1 -benzhydiyl-3 -[(ethylsulfo^ 
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1 -[bis(4-chlorophenyl)methyl]-3- { {3-|>f-(4-methylpipera2inyl)carbainoyl]phenyl} 
(methylsulfonyl)methylene}azetidine 5 

l_|^is(4-chloroph6nyl)methyl]-3^^ 
sulfonyl)methylene} azetidine, 

5 l-[bis(thien-2-yl)methy^^ 
dine, 

1 -[bis(p-tolyl)methyl]-3- [(methylsulfonyl)(phenyl)methylene]azetidine 5 

l-[(4-chlorophenyl)(4-hydroxymet^ 
(methylsulfonyl)methylene]azetidine 5 

10 Hbis(4-chlorophenyl)methyl^ 
lene]azetidine, 

(RS)-H(4-chlorophenyl)(thiazo^^ 
fony l)methy lene] azetidine, 

(R). 1 -[(4-chlorophenyl)(thiazol-2-yl)m6thyl]-3-[(3 ,5-difluoroph6nyl)(methylsulfo- 
1 5 nyl)m6thylene]azetidine, 

(S)-l-[(4-chlorophenyl)(thiazo^^^ 
ny l)methy lene] azetidine, 

l-[bis(4-cMorophenyl)met^ 
yl)methylene]azetidine, 

20 l-[bis(4-chlorophenyl)met^ 

thien-5-yl)methyl]azetidine-(RS), 

l-[bis(4-chlorophenyl)me%^ 
sulfonyl)methylene]azetidine, 
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1 -|>is(4-chlorophenyty^ 
methyl-(RS)]azetidin-3-ol, 

l-[bis(4-chlorophenyl)methyl]-3-[(methylsulfonyl)(pyrid 
din-3-ol, 

5 Hbis(4-chlorophenyl)met^ 
din-3-ol, 

3 -( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3 -ylidene} -methanesulfonyl-methyl)N- 
(3 -morpholin-4-yl-propyl)benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
1 0 (3-dimethylamino-propyl)benzamide, 

3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3 -ylidene} -methanesulfonyl-methyl)N- 
(2-pyrrolidin- 1 -yl-ethyl)benzamide 5 

3-( { 1 -[>is-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-dimethylamino- 1 -methyl-ethyl)benzamide 5 

15 3 -( { 1 - [bis-(4-chlorophenyl)methyl] azetidin-3 -ylidene} -methanesulfonyl-methyl)N~ 
pip6ridin- 1 -yl-benzamide, 

3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
isobutyl-benzamide, 

3-({ l-[bis-(4-chlorophenyl)m 
20 (3-imidazol-l-yl-propyl)benzamide, 

3 -( { 1 - [bis-(4-chlorophenyl)methyl] azetidin-3 -ylidene} -methanesulfonyl-methyl)N- 
(2-dimethylamino-ethyl)benzamide, 



N'-methyl-hydrazide de Tacide 3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene} -methanesulfonyl-methyl)benzoique, 
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3 -( { 1 - [>is-(4-chlorophenyl)m6thyl] azetidin-3 -ylidene} -methanesulfonyl-methyl)N- 
(2-morpholin-4-yl-ethyl)benzamide, 

3-( { 1 -[bis-(4-chloroph6nyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
( 1 -ethyl-pyrrolidin-2-ylmethyl)benzamide, 

5 3-({i-[bis-(4-chlorophenyl)^ 
(2,2-dim6thyl-propyl)benzamide 5 

3-({l-[bis-(4^hlorophenyl)methyl]az^ 
cyclohexylmethyl-benzamide, 

3-({ l-[bis-(4-chlorophenyl)me 
1 0 cyclopropylmethyl-benzamide, 

3-( { l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-methyl-butyl)benzamide, 

3-( { 1 -.[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl-methyl)N- 
(2-phenyl-propyl)benzamide, 

15 3-({l-[>is-(4-chlorophenyl)m^ 

(teU*ahydro-furan»2-ylmethyl)benzamide, 

3_( {i -[bis-(4-chlorophenyl)methyl] azetidin-3 -ylidene} -methanesulfonyl-m6thyl)N- 
(2,2-diphenyl-ethyl)benzamide, 

3 -( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -m6thanesulfonyl-methyl)N- 
20 (2-&hyl-butyl)benzamide, 

ester methylique de 1'acide 4-{[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-yli- 
dene} -methanesulfonyl-methyl)benzoylamino]methyl} -cyclohexanecarboxylique, 

2-amino- 1- {4-[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesul- 
fonyl-m6thyl)phenyl]piperazin- 1 -yl} -ethanone, 
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ester tert-butylique de l'acide (2-{4-[3-({14bis-(4-chloroph6nyl)methyl]azetidin-3- 
ylidene} -m6thanesulfonyl-methyl)phenyl]piperazin- 1 -yl} -2-oxo-ethyl)carbamique, 

1 . {4-[3-( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazin- 1 -yl } -2-methylamino-ethanone, 

5 ester tert-butylique de l'acide (2"{4-[3-({l-[bis-(4-chloroph6nyl)methyl]azetidin-3- 
ylidene} -methanesulfonyl-methyl)phenyl]piperazin-- 1 -yl} -2-oxo-ethyl)N-methyl- 
carbamique, 

N-methylamide de l'acide 4-[3-({l-|>is-(4-chloroph6nyl)m6thyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine- 1 -carbothioic, 

10 N-methylamide de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine- 1 -carboxylique, 

ester de methyl de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene}- 
methanesulfonyl-methyl)phenyl]piperazine-l-carboxylique, 

l-[3-({l-[bis-(4-chlorophenyl)m^ 
1 5 thyl)phenyl]-4-isobutyl-piperazine, 

l-[3-({l-[^is-(4-chlorophenyl)m^ 
thyl)phenyl]-4-ethyl-piperazine, 

4-acetyl 1 -[3 -( { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazine, 

20 1 - {4-[3 -( { 1 -[bis-(4-chlorophenyl)methyl] azetidin-3-ylidene} -methanesulfonyl- 
methyl)phenyl]piperazin- 1 -yl} -2-dimethylamino-ethanone, 

l-[3-({l-[bis-(4-chloroph<^ 
thyl)phenyl]piperazine, 
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ester tert-butylique de l'acide 4-[3-({l-[bis-(4-chlorophenyl)methyl]a2etidin»3--yli- 
dene} -methanesulfonyl-methy l)pheny ljpiperazine- 1 -carboxylique, 

l-[bis(4-methoxycarbonylpte^ 
methylene]azetidine, 

5 3-acetoxy-l-[bis(4-methoxycarbony^ 
(methylsulfonyl)m6thyl-(RS)]azetidine 9 

(RS)-4-[4-((4-chlorophenylH^ 

azetidin- 1 -yl} -methyl)benzyl]morpholine, 

4-(4-{3-[(l-berizhydiyl-azetidin-3-yH^ 
10 tyl)morpholine, 

4.(4- {3-[(i -benzhydryl-azetidin-3-ylidene)methanesulfonyl-m6thyl]phenox^ -pro- 
pyl)morpholine, 

N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-thien>2-yl-s 

N- { 1 -[bis(4-chloropheny l)methy 1] azetidin-3 -yl} -4-methoxyphenylsulfonamide, 

15 N-[4-(N-{l-[bis(4^ 

N- { 1 -[bis(4-chlorophenyl)methyl]az6tidin-3-yl} -4-m6thylphenylsulfonamide 5 

N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3,4-dimeth^ 

N-{l-[bis(4-chlorophenyl)methyl]azetidin-3-yl}-3-fluorophenylsulfo 

N-{l-[bis(4-cWorophenyl)m^ 
20 N-{l-[bis(4-cWorophenyl)methyl]azetidin-3-yl}-3-cyanophen^ 

N-{l-[bis(4-chlorophenyl)m^ 
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N- { l-[bis(4-chloroph6nyl)methyl]azetidin-3-yl}-3-trifluorometh^ 
N- { 1 -[>is(4-chlorophenyl)methyl]^ 

N- { 1 »[bis(4-chlorophenyl)methyl] azetidin-3-yl} napht- 1 -yl-sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl]}-3 ? 4-difluorophenylsulfonamide 3 

5 N- { 1 -[bis(4-chlorophenyl)methyl] azetidin-3-yl} - 1 -methyl- 1 -if-imidazol-4-yl- 
sulfonamide, 

N-[4-(N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} sulfamoyl)-2- 
clilorophenyl] acetamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azaidin-3-yl}pyrid-3-yl-sulfonamide, 
10 N- { 1 -[bis(4-chlorophenyl)methyl] azetidin-3 -yl} -4-fluorophenylsulfonamide, 
N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} quinol-8-ylsulfonamide, 
N- { 1 -[bis(4-chlorophenyl)methyl] azetidin-3-yl} phenylsulfonamide, 
N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -(phenylmethyl)sulfonamide 5 
N- { 1 - tbis(4-chlorophenyl)methyl]azetidin-3-yl} -3 ,5-difluorophenylsulfonamide, 

15 N-{l-[bis(4-chloroph^ 

N- { l-[bis(4-chlorophenyl)methyl]azetidin-3-yl} -(3-fluoro-5-pyrrolidin-l-yl- 
phenyl)sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-methyl--4- 
fluorophenylsulfonamide, 

20 N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-methyl-quinol-8-ylsulfonamide, 
N- { 1 -[bis(4-chlorophenyl)m^ 
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N-{l-[bis(4-chlorophenyl)m6thyl]a2etidin-3-yl}-N-methyl- 
(ph6nylmethyl)sulfonamide, 

N- { 1 -[bis(4-chlorophenyl)m6thyl]azetidin-3-yl} -3-sulfamoylph6nylsulfonamide, 

2- benzenesulfonyl-N-{l-[bis-(4-chto^ 

5 N-{l-[bis-(4-chlorophenyl)-meth^ 

(3-chloro-4-methylsulfonyl-thiophene-2-carboxy)- { 1 ~[bis-(4-chlorophenyl)-methyl]- 
azetidin-3-yl} -amide, 

N- { 1 .[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -3-(2-phenyl-ethylenesulfonyl)- 
propionamide, 

10 N-{l-[bis-(4-chlorophenyl)-met^ 

N- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin-3-yl} -4-methanesulfonyl-benzamide, 

(5-methylsulfonyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)-methyl]-azetidin- 

3- yl} -amide, 

(5-methylsulfonyl-3-methyl-4-vinyl-thiophene-2-carboxy)- { 1 -[bis-(4-chlorophenyl)- 
15 m6thyl]-azetidin-3-yl}-amide, 

(RS)-N- { 1 -[(4-chloro-phenyl)-pyridin-3 -yl-methyl]-azetidin-3-yl} -3 ,5-difluoro- 
benzenesulfonamide, 

(RS)-N- { 1 -[(4-chloro-ph6nyl)-pyrimidm-5-y]-methyl]-azetidin-3-yl}-3 ,5-difluoro- 
benzenesulfonamide, 

20 N-{l-[bis-(4-chlorophenyl)m^ 
sulfonamide, 
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N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(6-ethylpyrid-2-yl)-methyl- 
sulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-quinol-6-yl-methyl-sulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-quinol-5-yl-methyl-sulfonamide, 

5 N-{l-[bis-(4-chlorophenyl)methyl]^ 
sulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-pyrid-3-yl-methyl-sulfonamide, 

N-{l-[bis<4-chlorophenyl)m^ 
methylsulfonamide, 

10 N-(lR,2S,4S)-bicyclo[2£,l]hep^^ azetidin-3- 
yl} -methylsulfonamide, 

N-(lR,2R,4S)-bicyclo[2,2,l]hept-2^^ azetidin-3- 
y 1 } -methy lsulfonamide, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3 ,5-difluorophenyl)- 
15 methylsulfonamide, 

N-{l-[bis^4-chloroph6nyl)m6thyl]az6tidin-3-yl}-N-(tM 
sulfonamide, 

N-{l-[bisK4-chlorophenyl)-me% 
methylsulfonamide, 

20 N-{l-[bis-(4-chlorophenyl>^ 
methylsulfonamide, 

N-{l-[>is-(4-chlorophenyl)-methyl^^ 
methylsulfonamide, 
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N- { 1 -[bis-(4--clilorophenyl)-*methyl]-a2etidin-3-yl} -N-(methylsulfonyl)-3- 
aminobenzoate d'ethyle, 

N- { 1 -[bis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(l -isobutyl-piperid-4-yl)- 
methylsulfonamide, 

5 N-benzyl-N- { 1 -[bis(4-chlorophenyl)m6thyl]az6tidin-3-yl} amine, 
N- { 1 -[bis(4-chloroph6nyl)me^ 

N-{l^bis(4-chlorophenyl)methyl]azetidin-3-yl}-N-(3,5- 
difluorobenzyl)methylsulfonamide, 

N- { 1 -[bis(4-chlorophenyl)methyl]azetidin-3-yl} -N-(pyrid-3-yl-m6thyl)- 
10 methylsulfonamide, 

N-{l-[bis-(4-fluoro-phenyl)-meth^ 
methylsulfonamide, 

(RS)-N-{l-[(4-chloroph6nyl>^^ 
difluorophenyl)-methylsulfonamide, 

1 5 (R)-N- { 1 -[(4-chlorophenyl)-pyrid-3-yl-methyl]-azetidin-3-yl} -N-(3,5- 
difluorophenyl)-methylsulfonamide, 

(S)-N- { l-[(4-chlorophenyl)-p^ 
difluoroph6nyl)-m6thylsulfonamide 5 

(RS)-N-{l-[(4-chloroph6nyl)-py^^^^ 
20 difluoroph6nyl)-m6thylsulfonamide, 

(R)-N- { 1 -[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3 -yl} -N-(3 ,5- 
difluoroph6nyl)-m6thylsulfonamide, 
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(S)-N- { 1 -[(4-chlorophenyl)-pyrid-4-yl-methyl]-azetidin-3-yl} -N-(3,5- 
difluorophenyl)-methylsulfonamide, 

(RS)-N-{l-[(4-chloK)phenyl^^^ 
difluorophenyl)-methylsulfonamide, 

5 (R)-N- { l^(4-chlorophenyl)-pyrimidin-5-yl-methyl]-azetidin-3-yl} -N-(3,5- 
difluorophenyl)-methylsulfonamide, 

(S)-N- { H(4-chloroph6nyl)-pyrim^ -N-(3,5- 
difluorophenyl)-methylsulfonamide, 

N- { l-pDis-(4-chlorophenyl)methyl]azetidin-3-yl} -N-(3 3 5-difluorophenyl)- 
10 benzylsulfonamide, 

leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

9 - Composition pharmaceutique selon la revendication 7 pour laquelle le compose de 
formule (I) est choisi parmi les composes suivants : 

l-[bis(4-chlorophenyl)methyl]-3-[(3 5 5-difluorophenyl)(methylsulfonyl)me&^ 
15 (RS)]azetidin-3-ol, 

3-acetoxy- 1 -[bis-(4-chlorophenyl)methyl]-3-[(3,5-difluorophenyl)(methyl- 
ulfonyl)methyl)methylsulfonylmahyl-(RS)]azetidine 

l-[bis(4-chlorophenyl)methyl]0^ 
azetidine, 

20 leurs isomeres optiques et leurs sels pharmaceutiquement acceptables. 

10 - Composition pharmaceutique selon la revendication 6 dans laquelle 
Fantagoniste CB1 est le SR141716 ses hydrates et ses sels pharmaceutiquement 
acceptables ou le LY320135 et ses sels pharmaceutiquement acceptables. 
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11 - Composition phaimaceutique selon Tune des revendication 6 a 10 pour un usage 
simultane, separe ou etale dans le temps. 

12 - Composition pharmaceutique selon l'une des revendication 6 a 1 1 contenant 0,5 
a 10 mg de sibutramine et 0,1 a 200 mg de l'antagoniste CB1. 
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searched. This is the case irrespective of whether or not the claims are amended 
following receipt of the search report or during any Chapter II procedure. 
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